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The Forum of the National Academy of Sciences is a public platform for 
the appraisal and niumination of broad concerns involving controversy 
surrounding the uses of science and technology. This is the record bf 
the Academy Forum convened on February 18-19, 1975, to consider "Experi 
ments'and Research , with Humans: Values in Conflict," ' 

In bringing scientists and nonscient ists together at one time and in 
one place, thb Academy Forum projects the proposition that effectively 
designed policy and its implementation must recognize the' interests and 
needs of all relevant constituencies -- priovate citizens, government, 
industry, public interest groups, the scientific community -- the full 
spectrum of al!~thape who are responsible for ini t iatjjig, change ■^to<yjgh 
str reftec-amhTh^r'S €' who ' a r e^ a f f ec t ed by i t . 

A Forum actually begins when a topic is selected. Following the 
choice of this particularly complex one by t\}e General Advisory Commit- 
tee in April of 1974, Dr. Frederick C. Robbins and Dr. Lewis Thomas 
agreed to serve as co-chairmen. During the summer the Program Cpmmit- 
tee, drawn from a wide range of experience and interest, met to define 
issues and questions posed by the topic. ThVoughout the fall and 
winter, numerous discussions were held wit'h individuals and groups to 
choose speakers and panel participants who would give the broadfest 
possible frame of reference. Those individuals were thqn brought to- 
gether for further discussion. Meanwhile, invitations to" attend the 
Forum were extended "by mail and in the public press »to expand the 
audience to include the widest pcssible representation. ' 

•This publication prese'nts the culmination of those months of plan- 
ning when approximately one thousanji people came together over the 
two-day period in the auditorium of the National Academy of Science^. 
Opinions doncerning the success of this Forum un(Joubtedly are as varied 



and as nuner9u$^ as those \^ho attended it and dra^ in large part from 
what was expected of it. Hach' of the co-^chai mien has introduced into* 
the record retrospective overview of the day he chaired. 

In many ways the reader of this volume ha^ an, advantage over the 
participants of the planning and plenary sessions. Me is not call^ ' 
upon to make a public statement or compelled to defend a point of view. 
RenC>\ed from the scene of tho^e frequently turbylent two days, he can 
locsi-e, revi-e^, af^d-refonrHilate the issues; he can ob-serve the wide 
spectrum of perceptions focused on the subject, identify their sources, 
and^ weigh their implications. This opjiortunity for^the reader is basic 
to our decisipn to. publish an edited proceedings rather than a summary 
report, which inevitably emerges as only one more view of what' togk 
place. ' I ' 

Here, then, in microcosm are many of the toncems and problems sur- 
rounding the use of human subjects in research, bringing- into conflict 
*not only values but the very purposes and definitions of life itsel^f. 
Imf)licit on every page is the increasing ground swell for the right to 
knoij' why, where, and how participation in research will be determined. 
The persistent and salient message that emerges from a review of this 
record is that men* and women of integrLty and good will .can differ in 
perspective arid terminology while attempting with determination and no 
little anguish to -find answers that will be^ acceptable to all segments 
of a democratic society. The Academy Forum was initiated to offer a 
public platform for such dialogue, and •it wi 1 1' cont i-nue to address some 
of the hard and unanswered questions posed herein. 

• 

Robert R. White 
^ ' Director 
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DAY 1 

AN OVERVIEW 



Frederick C, Robbins 
Chairman 



J'his Forum was organized because of the great concern about human ex- 
'^erimentation in this country todaV. The reasons for this concern aye 
not all easy to identify, but they^ include a number of well-publicized 
real or imagined abuses, a subject which was not dealt with in any 
detail during the first day of this Forum. Many of the medical inves- 
tigators who ha^e spoken have indicated that abuses are rare> whereas 
other participants have implied th^at they suspect that they are quite 
common. However, no substantial documentation has been provided by 
, either side, nor has there been any discussion of specific cases except 
for the hypothetical one of the ganel on children. Undoubtedly the 
level of concern is heightened by the discussion of many actual and im- 
agined advances in science and technology with potential fearsome con- 
sequences such as genetic engineering, behavior modification, and organ 
transplantation. As pointed ouF'by Uf.Renee Tox, important questions, 
are being raised within our society concerning the rights of the indi- 
vidual as opposed to the needs of 4&ie community as a whole -- authority^ 
is being challenged generally, and this includes the medical profession, 
which to many has an authoritarian image. Although this may well be 
healthy for our society, and I am rather inclined to thiAk it is, none- 
theless it presents problems for. many groups of people, including medir^ 
cal investigators. 

During the day's discussion much' was said about the benefits of 
biomedical research and the importance of human ^/experimentation in 
bringing these benefits to pass. It was pointed out that no new treat- 
ment or procedure can be introduced without going through i period of 
trial and experimentation involving, eventually, trials in man. It^ was 
also pointed out that such t^rials cannot be done without a certain 
amount of risk and it is always necessary to judge, to the best of 
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our ability, risks versus benefits. However, it is also clear that ~ - 
this noV only applies to procedures that are developmental gr experi- 
mental but also to many procedures that are considered established and 
about which questions of risk are no longer raised. It is important to 
keep in mind the distinction between experimentation that is therapeu- 
tically motivated and from which the subject is likely to benefit from 
that which is nontherapeutic or from which the subject cannot benefit. 
The information to be derived will be of benefit to others,, possibly 
to the subject himself in the future. ^ 

The subject of therapeutic trials and titej^^ of controls and/or ^ ' 
placebos was not addressed in* today's ddcussiOT*.,^ In recent /ears, per- 
haps particularly triggered by the Kefauver hearings ot some years ago, 
there has been great concern that drugs and other procedures be shown 
to be efficacious as well as safe before tjiey are licensed for .general 
use. It is difficult to quarrel with this point of view and generally 
it has received much support; however. It has an immediate consequence, 
namely that trials must be conducted not only in animals or in t)ie lab- 
oratory but in man -- and not only in man but in man at the appropriate 
stage of development since the adult cannot be equat'ed with the * 
chiid, and the fetus presents unique problems. 

A properly designed double blind trial means that there must be^ con- 
trols. The control is given an innocuous substance or a treatment that 
has been standard'in the past or may receive a placebo that, again^ is 
an innocuous substance presumably from which he will derive no benefit 
other than a psychological on^ It is a major problem^and one that 
those responsible for licensure of drugs and* biologicals and those at- 
tempting to develop new therape.utic agents and procedures find most 
troublesome. Thus as we attempt on the one hand to pursue the 'highly 
laudable goal of demonstrating efficacy of those things we do, we immed- 
iately find ourselves presented with the ethical iproblems involved in 
large-scale trials in man. 

The issue of informed consent presented our speakers and participants 
serious problems. Tn general, informed consent was regarded as a key- 
stone of ethical human experimentation. However, as was pointed out on 
a number of occasions, truly informed consent is a difficult condition 
to arrive at; and, on some occasions, full disclosure of the details of 
an experiment may invalidate it. Nonetheless, it would seem that there 
was general agreement on the need for proper informed consent; but, 
above all, full disclosure of the details of the experiment and the 
risks and benefits to be derived. The degree to which ^he investigator 
hiitiself should be solely responsible for the explanations and deterpiin- 
ing consent was a matter of some difference of bpinion; but there was 
np difference of opinion about the fact that the procedures involved and 
the experiment itself should be subject to independent review, which is 
generally the case today in most institutions engaged in human experi- 
mentation. ^ s ^ 

As was foreseen in the design of" the Forum, the problem of informed 
consent becomes moot when one is dealing with persons who cannot give 
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appropriate consent, either because of their circumstances or because 
of their inability to understand. During this first day of the Forum," 
^two special circumstances were discussed: namely, the problem of the 
fetus'and the problem of the child. 

Fetal research was difficult for the participants ,to deal with. The 
discussion largely centerejl around the need for fetal research and the 
benefits that have been and can be derived therefrom. , Little was heard 
from those who oppose the use of the fetus. The relationship of fetal 
research to abortion was brought up, and one discussant suggested that 
they^could and should be separated. However^ in view of what |)as hap- 
pened in^a number of states in regard to legal restrictions on fetal re- 
search, it is hard to believe that -concern about abortion is not a key 
factor that makes it difficult to discuss the issue in rational terms. 
Assuming that fetal research is to be done, who can give permission? 
Informed consent, in khis instance, cannot be obtained from the subject; 
and under circumstances of* planned abortion where the mother, and often 
father as well, have made the decision to terminate a pregnancy, their 
right to give permission or to make disposition of the fetus seems high- 
ly compromised in the minds of many people. 

The possibility that fetal tissues might be marketed commercially or 
that the decision to have an abortion might be influenced by the possi- 
bility of gain was raised and. appeared to be a new thought to most of 
the participants. Whether or n»t a previable fetus should be treated 
in th^ same way as a potentially viable fetus is a controversial matter. 
Whether or not the previable fetus is considered, to'be a person or the 
equivalent of a maternal organ has considerable to do with the kinds of 
experiipentation that would be regarded aS acceptable on the previable 
fetus. Unfortunately, it is not easy to define viability in absolute • 
terms. Any arbitrary definition must be subject to revision, since with 
our improvements in technology younger and younger fetuses can be saved.. - 
, Another distinction of importance is between living and dread fetuses, 
since it is primarily experiments on "living" fetuses Xhat are deplored. 
The definition of living in the case of a previable fetus is not easy * 
to make, since once the fetus is separated from its life-support system, 
the rtother, it is no longer an independent organism capable of sustain- . 
ing itself. It was not made clear during the formal discussion that 
much of the important research cit'ed does not requi*re a living fetus. 
The*experiments are done with bits of tissue or cells that can be se- 
cured in much the same way as organs o^r tissues are obtained at autopsy 
from older individuals. Relatively few experiments are done with what 
could be called, by 'any definition of which l' am aware, a living fetus. 
Such experiments do present Special emotional, and perhaps even ethical, 
probIe.ms; but only this way can certain kinds of information necessary 
to learn about the metabolism of the fetus at different stages in its 
development be obtained. 

- Can one justify doing anything' in anticipation of abortion? This 
question arises because of the need to understand the effect upon ^ the 
fetus of certain drugs, vaccines, or other environmental alterations. 
An example* of sucli an experiment is the testing of an antibiotic or drug. 
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to determine whether or not it reaches the fetus; and, if it does, 
whether or not it is in any way injurious. 'Since, even after exhaustive 
testing in animals, it is often not possible to be certa'in that a pro- 
cedure will be innocuous for the human fetus, most such experiraeiyts can 
only be done when the fetus did not^ survive. A special consideration 
IS that the mother might change her mind when it is too late to reverse 
the procedure. In practice this does not seeij^^to have been a problem. 
The British have adoj>ted the position that ont^ under very special cir- 
cumstances can anything be done in anticipation pf abortion. 

In'spite of its controversial nature, it doei not seem that the ex- 
treme position that no research under any circumstances cah 1)e done on 
fetuses is in the best interests of society. It is not easy, however, 
to arrive at any compromise position. The distinction between research 
on living fetuses and dead fetuses might allow for some compromise, 
namely restricting resea.rcTi on living, as opposed to dead,, fetuse.s. It 
is unlikely that a position will ever be arrived at that vill be satis- 
factpry to those persons who are opposed tp abortion under any circum- 
stances, sincd the fetal research-abortion issues seem firmly linked in 
their minds. Nonetheless, the approach taken by the British, in which an 
.arbitrary statement, *subject to revision, of the criteria for viability 
were made and certain very specific guidelines {fere laid down that 
limit, but do not prohibit, fetal research is a reasonable apprt)ach. 

In considering the peculiar problems of research on children, it was 
pointed out that it is important to do some research on children, since 
they differ from adults in their response to drugs and other procedures. 
However, concern. was expressed about doing any research on children that 
was not of direct benefit to the subject. Indeed, it was suggested that 
parents do not have or should not have the right to give permission for 
participation of their children in such experiments. The proposal that 
all children more than seven years of age should be asked to give con- 
sent before partxcipation in experiments prO\^oked disagreement ,j since 
irt was felt that children so young would be unable to (Comprehend the 
circumstances and to give tmaly informed consent. The age at which this 
could reasonably be expected was not agreed upon; and, indeed, the dif- 
ferences in rates qf maturation among individual children make it diffi- 
cult to draw an arbitrary 1-ine.'- However, somewhere befween the ages of 
— ^^we-lve and sixteen seemed to be reasonable in the opinion of certain'^ of 
the participants. The problem of institutionalized children is an even 
more difficult one and here, again, a serious question was raised as to 
whether or 'not anyone has the right to*give permission for such children 
to participate in research. 

It was obvious during the entire discussion that 'the mechanisms that 
we now have for obtaining consent foY those who cannot give it for them- 
selves -- this includes children, the fetus, institutionalized children, 
and the-^entally retarded -- are probably inadequate. ' Some better 
mechenism must be developed, whether it ;s through the courts or by some 
more innovative method; there seems to be a need^to provide a. respon- 
sible surrogate who can protect the interests of these individuals. 
Traditionally, wherfe available, a responsible family should be abie'to 
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do this/with proper guidance and support. Unfortunately, not all fami- 
lies are responsible; and; therefore, even when there is a family some 
assessment of their capability to preserve their child's best interests 
is desirable. 

The effectiveness of the present review* mechanism for human experi- 
mentation was a matter of much interest. All institutions that conduct 
research with federal funding are required to have a committee that is 
responsible for review of all proposed experimentation involving humans; 
and not only roust they approve the project before it is initiated, but 
th^y also have responsibility for continued monitoring of the project. 
Although limited, the discussion ^vealed that there is concern about 
the composition of these committee^v lo general, it seemed that most 
agreed that, in order to have a proper reviw of the ethical concerns, 
the medical investigators should be assisted by nonmedical persons. , 
However, as yet there seems to be no complete agreement as to the proper 
number and kinds of such persons to be included^on the committees. A 
question was raised concerning the degree to which the actions of the 
committees were made public and the kinds of records that are kept. 
Mr. Halperin proposed that the entire review process shoOld be subject* 
to investigation to find out what is going on around the country, how 
satisfactorily the procedures are being followed, and what might be done 
to improve the process. Indeed, he suggested that the entire subject of 
experimentation with man should be approache.d in an experimental way. 

A final matter that was raised was that of providing some type of in- - 
denmif ication of the subjects of research in Case of injury or loss as 
the result of experimentation. This seems like a subject -that is aroen- 
a^ble to solution once* it is agreed that it is the proper thing to do. 
' It would seem reasonable to conclude that: 

1. The concern about the way in' which human experimentation is con- 
ducted is greater than many investigators realize. 

2. It is not enough to calculate risk-benefit ratios, but ethical, 
moral, ^nd political considerations ifiust b€ taken into account as 
well. However, it seems not 'tc)'^ be general ly recognized that the move- 
ment towards demanding proof of efficacy of the therapeutic measures 
implies greater need for experimentation involving man. 

3. Although informed consent is a critical requirement for the eth- 
ical conduct of research, new means need to be created to provide a 
surrogate to serve those subjects who cannot give informed consent for 

themselves., "^^^N^ 

4. The appropriate conjduct of research on humans should be addresseoN^ 
as a suitable subject for critical research. 
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WELC0»-1E 



Philip Handler 
President 

National .Academ>' of Sciences 



My purpose herg^is to welcome you t9- the National Academy of Sciences. 
This IS the third of a series of foryms and a new and experimental mode 
by which the Academy hbpes to be of service. 

About two yea^s ago, we decided that there is required, somewhere, a 
platform for discussion ajid deba'te of- controversial issues gf publi^c 
policy concerning matters that involve a considerable degree of tech- , 
nical content. Successful organization of such a ^orum is not easy. 
It reminds me of the house I owned in North Carolina. Immediately 
around the house^w^s a small, lawrt, surrounded by several acres .of wood- 
land. Many of our visitors would note how pleasantly natural the woods 
looked and would offer s^pathy that the lawn had to be mowed. The 

.reality ^as that the lawTi^could be mowed in fifteen minutes, but it was 
back-breaking wcgrk to keep -those woods looking ^"natural'.*' 

'Similarly, to excit-e interest and conflict sufficient to arouse what 
we hope will^b*e Keated, natural, uninhibited debate w^hen* the floor will 
be yours,- we "have planned, in detail, p^resehtations by speakers of 
differing*views, who, hcArevef^ may or may nqt contradiQt each other. 
When/the positions are'truly polarized, such' debates .give- rise to^more 

"heat^han 1-ight. The opponents usually talk past each othef rather than 
at e'acli other.. Nevertheless, in our previous forums we have*had d few 

foments wljen there was real confrontation and. enough light was shed^so 
that* the others in the roo;n understood ^he real differences and were 
able to maKe evaluative judgments of their own. That is the purpose of 
these ^^exercises. 

Thp subject of tlie present Forum is very much in the national eye 
-and has elicited much interest from all quarters of our §pciet)^. The 
problem itself, however, is by no rfieans new.; it has been with us since 
the beginnings* of experimental medicine. '\l is not likely to be . , 



10 



resolved in these two days; but if v»e emerge uith a, better understand- 
ing, then our purpose will have been served. 

Many, in this room have had personal encounters with diverse facets 
of the ^oblen of using hunan subjects m experimentation. I have a 
list of my outi. There was the time when L was among the first nonnal 
controls to swallow nicotinic^ acid . I had no tnought of being at risk, 
'but, at dinner. that evening, "l suddenly felt as if a Bunsen flame was 
being played upon in>' back. Thus was the vasodilatory property of nico- 
tinic 'zci^d discovered. Happily, that is all it did; it might, have done 
irore. Such an experiment would be undertaken witii much more caution 
today. But what should one think of the fact that this somewhat useful 
property of nicotinic acid would not have been nearly so readily dis- 
covered with animal subjects? 

Another time that I recall vividly was when two medical students and 
I were engaged in studying the response to intravenously administered 
parathyroid hormone. Unbeknpwst to us, until that tim^ no one had ever 
been given parathyroid. Hormone who was not recumbent. Ke gaVe each 
other the extract intravenously and went about our business in the lab- 
oratory, preparing for the analyses ve were to undertake. Suddenly, 
all three of us were on the floor. Thus was first observed the fall in ^ 
blood pressure that follows the injection of parathyroid extract. 
Again, happily, that turned x^ut without serious consequence. But there 
were some very bad moments. 

Those risks are ancient risks. Given the ultimate need to know how 
a potentially useful drug affects a normal individual,* some degree of 
untoward events is inevitable., WTiat frequency is to be deemed accept- 
•able? Rather early on in the history of transplantation antigens, when 
tissue typing had just become practicable, it was proposed at our medi- 
cal school that all the'^'inmates in a nearby prison be thus typed, io 
the hope that they might be identified as potential kidney donors. The 
prison authoritie's had already agreed when the proposal was brought to 
the executive committee of our medical faculty. Two of us wera adamant 
" in insisting that this not he done unless all of our faculty and medi- 
cal sWdent's also were willing to participate. An individual who 
chanced to match the tissue type of a needy recipient would be^ subject 
to a kind of moral suasion which is difficult to resist; to have picked 
that particular population seemed to, us to be inappropriate and un- 
warranted. The program was not implemented. IVhether anyone later was^ 
deprived 6f life-rendering assistance as a resulr of that decision, I 
will never know. 

Some of the problems of weighing the risks versus the benefits of 
the conduct of research using liuman subjects' will* be put Ijefore you 
this morning and then i.lluminated during the course of the rest of the ^ 
meeting. These problems, as we hav^e seen, are not new. But our sensi- 
bilities have been heightened in recent years, and it is because of this 
heightening that it seems imperative that we reexamine this old subject 
in an. attempt to help our country frame policy in these 'regards. «As 
you know, a Commission has been appointed to attend to that task; that 
Commission, }ike ourselves, will require education. 

' 16 ' ' 
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Most of the nedical schools and teaching hospitals in the United 
States have come a long way in their behavior in these matters. It is 
no longer possible for an isolated investigator to go off on his own and 
simply do as he pleases. Me is now accountable to his colleagues, ip 
advance, before he niay undertake any proposed experiment. Indeed, that 
very process has increased the sophistication of current medical re- 
search. However, few of us think that current procedures for account- 
ability are adequate and sufficient for our societal purposes. It is ' 
in the' hope of getting a step closer to#.vhat such procedures should be 
in the future that this Forum has been convened. I hope that, by 
tomorrow afternoon, all of us will have significantly more insight than 
we do this norning. . • ^ 
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KTRODUCTION 

Human experimentation is a daily occurrence in the practice of medicine 
because of the uniqueness of the individual, hliether it be the first 
dose of insulin in a diabetic or of digitalis in the cardiac, the method 
of careful planning based on a background of knowledge, with honest evjal 
uation of results, plays a key role. 

Every surgical operation is an experiment in bacteriology. It is 
also an experiment in the pharmacology of anesthetic ^rugs (the only X 
drugs that we regularly use to .take patients into deep coma), in. the 
conformity tb anatomical norms, and often in the biology of malignant 
tumors. It is far better to recognize these uncertainties and'the 
insecurity* of the individual in a sea of statisti^cal probability, than 
it is to move the other ttay and to routin^ze ^edical care under the 
delusion that all people are the same. It is the very application of 
the scientific experimental method ^to medicine that permits an ethical 
outcome in the endless variety of human disease and the unpredictable 
patterns of emotional response. 

^ Althou^ this basic experimental nature of clinical medicine and, 
indeed, of all human intercourse is not the subject of this Forum, it 
is an essential and appropriate introduction because experimental obser- 
vation ip mai) displays a continuum or a spectrum that starts at the 
bedside. This spectrum stretches from the daily uncertainties of drugs 
and procedures to several much more difficult areas* 

The most familiar, of these* more troublesome areas is that ^Jf thera- 
peutic innovation. Whether it be the first trial of new drugs, of 
vaccines, or of surgical procedures, there must always be a ''first", 
and this is aloa-js human experimentation. Beyond these clinical tr^ials 

. • .19 ♦ 
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is the area of experinentation in patients who ^igh^ profit from the 
knowledge gained (often at sorae unspecified, later time), sort of a 
general huraajie pronise. This is the basis for much of **clinicai inves- 
tigation." 

Finally, we come to experimentation in person^ not expected thereby 
to benefit at all, 'persons possibly'hurt and hurt badly (or their lives 
endangered) when they wittingly or unwittingly provide the body of a 
sentient, erect-v.alking bipe'd for biological experimentation. From this ' 
last area of experimentation have come some of the glories of medicine 
and of public health: the conquest of yellow fever, the rout of typhus, 

_ the perfection of blood transfusion and, most recently, space travel, 

surely a most remarkable form of human experimentation. Experience 
suggests that our intuitive judgments on all these are partly based on 
, retrospective outcome analysis, surely a weak reed to lean on in the 
ethical jungle'. From this last form of experimentation come also some 
of the darkest chapters and some of the most flagrant abuses of the 
societal privilege of physicians and scient|.sts. 

In focusing some historical perspectives as an introduction to this 
• Forum, I should point out that it is not a new field. I refec you to 
- . ^ the translation' of the Smith Papyrus (c.2500 B.C.), That earliest ' ' 

recorded experience of man in treating illness clearly shows the 
insecurity, the uncertainty, and the essentially experimental method- 
of medicine?^ '• 

It is my intent here to explore the spectrum just mentioned and to 
review a few historical e^^amples that demonstrate the folly of general 
or abstract rules, and the hazards of hasty judgment., 

I am going to tell of each (?ase briefly and try to analyze, some of 
the salient features of each as examples of bold, sometimes hazardous, 
and not always succesrsful experiments in man. 
* ■ ' ' ' 

Smallpox - 1721 

I would like to be&in by going back 250 years to the first example of 
•public health and epidemiology conducted in iVorth America. 

About 1718, the Reverejid Cotton Mather, who was cJnly a few short 
yqars from the witch burnings, learned* of African natives who recognized 
that the scars of sma^llpox meant that one would never have the disease 
again; they occasionally and purposely gave each other the disease. 
JLady Montague, wife of the British Ambassador to Constantinople, also 
had known that the Turks did this. Because Mather Vifas a corresponding 
member of the Royal Society, he had become aware of this information. 

Although Boston was repeatedly ravaged by lethal smallpox epidemics, 
Mather could not find ^ny local doctors willing to undertake this 
da^ngerous and innovative procedure. So he turned to a small nearby 
community known as "Nfuddy ^Riyer*' now Brookline. There he found 
l)r. Zabdiel* Boylston, who was the son of a doctor but had no medical 
degree of his own. Mather talked him into it, and Boylston went ahead 
with the experiment. He did not ii^oculate himself because he had 
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already hkd the disease; even though there was no word for immunity, he 
knew what it, meant. Boylston started with his child. TJie boy developed 
what was called a ''discrete" case (which means that each pock was sepa- 
rate) was* sick- for a few days, and got well. 

Boylston went- on to iiK^culate ^ gxear^jnaavL^otlijer people^. This_was 
inoculation with the virus of smallpox; this was not vaccination with 
the virus of cow-pox. 

The following' illustrations are taken from Boylston's book^ on this 
hazardous exercise in hunan experimentation. 

In Figure 1 is shown the title page of the 1726 corrected second 
edition of P-.n Historical Account of the Srall-rox Inoculated in Nei) 
England^ originally published iji Condon. It was further published in 
Boston in 1730, The comprehensiveness of it^ contents as well as the 
dedication bear notice. 

Figure 2 is a sample page that gives a clear indication of -the scope 
of Boylston's carefully detailed work and the nature of his observa- 
tions. 
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fcoald ukc it in the na curat wa)^ ftic^ lufcr'd 
itjc to make the proper I nations , Alter u !».• h at 
the 7th Day, her Fcvcr came on, ,ir.d K\yc »Sm5lI 
Pox tame out on the 9th pi'.'t) fuJI ot' t*:c ili* 
flind Sort : She had ibmcthiri^ i iif of 1 1- 
vcr t*:in ul'ual thj^ wn)% a/Vi ^I') . l.c»»ht 
of tne DiKtmpcr her J/f/y* < * .inic iV'^ ■. S.' h 
advicd to hei Lncan^tfTt* a ^*'vj;j\s ■ .t t'l 
went over, and fnc i^-^n f.^t wt^il. If • 
Jy reported, thac n.r«.uf\M ,1 ' * •< : -..'d 
Jnqurr}' of the Nur't, I joun<1 f t t 
groundlefs, fiic not Uu, ; then v.itli tb ' ) 

I inoculate* I Mr^-.!-*-' ijc^ at out zxi Vv ir* oM, 
whohadnurffd her Siller, thi'i I>iti^ livk of 
the Confluent Sinai!- Fo\, untd thc'-th O r on 
her Eiuption . Slie Jwr ng tcrrif>*d \Mt!:tfi^ Lr- 
cumftances of hct filler, I ttA> pcrluadtd by .Scr 
Mother and lelf 10 inoculate her, \\\\,<h. I did, 
by way of Experiment ■ She had the Sir.all- 
Pox at the ufual Time, with \cry little ^^ rinds 
or Pain, and fcarjce an hundred «n all . She \^ as :b 
foon well, it could hardly Ivefaid (he had tccnrKlc. 

5th, Tinoculatcd Juftice l)nli'i Net^ro Boy, 
about 17 Years old, he had tht; 5m.ii!-Pox at 
the ufua! Time, and of a very kind ihihact ooit, 
and foon was will. * , 

6tlK I iooculactd my thice JDaughters, Jtru. 
fija ot about lo, Mary 8, and Khzjbc'h 4 Ye ars 
old ; the eldcft ha'd but about 40 or 50, r!ia 
other twa Were prcuy ftiU in their Face^^ j ar.d 
all tfccir Symptomr proving gentle, they foon 
did well. • • 

7th, I inoailatcd Mr. PMai yithf^s^ about 
Yciw of A«, be had the Small-Pox at the com^ 
Pa . «ioa 
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•Further on in the book we find this table (Figure 5) citing the 
munber of persons inoculated as 'well as the names and dates of ensuing 
deaths. Her^, in this first recorded study of any attempt to deal with 
public health. in' America, we find detailed data (Figure 4). Of the 286 
people inoculated, including thirty-nine from "Roxbury and Cambridge, 
there were six deaths. Boylston recognized, as he notes, that some of 
these may have been "infected in the natural Way, before Inoculated." 
Lastly in Figure 5 we have here a statement that clearly implies the 
sucfcess of Bqylston's work. In 1721 and early 1722, Boston was ravaged 
by another smallpox epidemic: 5,759 persons had the disease naturally, 
culminating in 844 deaths. Comparing these numbers with Boylston's 
indicates that individuals receiving his inoculations experienced about ' 
a 2-percent mortality, while the natural disease produced a 15-percent 
mortality. " , ^ 

Thi^ hazardous e;^erimenf, which was carried out with very little 
background and the most ^primitive knowledge, paved the way for 
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. It appears by the forcgoiag TabJc, that Ino- 
culation upon fix Pcrfons dfd not produce the 
SmaU-Pox, by Rcafon they had had it before. 
/jQd that out of 286, fix died, though they had 
cot ail the Small^Pox: only by Inoculation, as 
we have Rcafon to believe, but were fome of 
them infcded in the natural Way,- before Ino- 
CttiateQ. And it ^rthcr appears by our Prac- 
Jic^. in ibm^E$nI$nd^ that it a Number 6f Per*' 
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pliuoQ of this 3 and until then, I null value and 
eftecra this Method of inoculating the Small- 
Pox, ts the moft beneficial and fuccclsful that 
ever was difcover'd to, and pradifcd by Man* 
kind in this World. * 

In the Ycir 1721, and Beginning of i-2s. 

there were, in Bfffton^ 5759 Pcrfons uho hnd 
the Small-Po:^ in-the natural Wa\ / j: of v.hs< h 
Number died 844, ( thi^ Account I look fiorn 
one of our Prints, publifhcd by Authority^ ib 
* * that the Proportion that died of the naturalSniail 
Pox thcre^.appears to be one in fix, or bttwctn 
that of fix & ftvcn. 

The following Table will (hew the Difference 
between the Succcfs of the natural SmalJ-Pox. . 
tod that of the inoculated, in Nrs-EnilaHJ. 
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seventy- five years 0/ some -- however uncertain -- protection against 
.epidemic smallpox. The inoculation was used by General Washington in 
the Revolutionary Army. Bdylston, originally ridiculed and scorned, 
lived to receive honor and vin^iication both here ar\d abroad. He paved 
the way for the acceptance in this country of Jenifer's great contribu^ 
tion of cowpox vaccination when Benjamin Waterhouse brought it from 
England. 

Looking back, what is interesting about, al 1 this? First, the doctor 
was persuaded by a man of the church! Second, the procedure was under- 
taken with no preliminary animal work whatsoever. It was based largely 
on hearsay and the universal observation that if you had the scar you 
had the badge of immunity.* It should also be recognized that a mor- 
tality of 2 percent would be absolutely unacceptable in any present-day 
review of human experimentation. But it led to protection and opened 
the door for future work. 



4 ^ 

*Please note for the example 250 j^ears later that* if you had the ^ 
characteristic, flaccid paralysis you never got polio 'a'gain! * - 
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Polio - 1934 



Our s^con*!- example, advancing along the spectrum, moves forward two 
centuries to the poli^5 immunization trials in the middle 1930s. Start- 
ing in about 1932, Dr. Btodie and Dr. Park of New York had grown some 
polio virus in monkey spinal cord, which they had then inactivated with 
formalin. On the basis of'about twenty monke/s, they inoculated about 
three thousand children. At the same time, John Kolmer of Philadelphia, 
working with" a- rather different virus preparation, inoculated himself 
and then his children. On the basis of forty-two monkeys, he then ,did 
a very large experiment, the exact numbers of which were never recorded. 

Dr. John Paul, in his History of 'Poliomyelitis states that Brodie*s 
results constituted evidence that immunity could be developed against 
the polio virus by using a virus rendered noninfectiVe by formalin. 
This finding, as it turned out in later years, was of major significance 
and^ not far off the mark. But Brodie acted on it far too precipitously 
by rushing into human use. Hi^ haste was attributable in part to his 
desire to be ahead of his competitor. Otherwise Brodie would not have 
taken the risks he did by barging i^nto a program involving 'the immuniza-' 
tion of so many children with a vacdine that had been tried on only 
about twenty monkeys^. Withija the .first year there were several .cases' 
of polio from these two experiments. Some of them resulted in paralysis 
and some in death. And what of the scientist? Paul gives this account: 

To poor Brodie, on the other hand, failure was a ^crushing blow. 
During the early days of his experimental ^ork everything seeme^ 
to be going welj. He had received many flattering offers, but 
after 193S, such offers ceased abruptly, and Brodie was hard put 
to find a place to work. Eventually he accepted a minor position. 
He died shortly later. It is alleged that he took his own lifey 
a tragic end for one- who started out with such high hopes. 

- The startling thing about this story and this is an important 
consideration -- was the impact that a poorly conceived •experiment had 
on the entire field. Paul sums this up as follows: ''The events of 
1935 cut more deeply into progress in the immunization of man against - 
poliomyelitis than most people realized at the time." He tells of-a 
meeting held in 1946 by the National Foundation for Infantile Paralysis, 
then active, at which a report was given by Dr. Morgan of Jofi^ns Hopkins 
on 'immunization progress in monkeys. One of the participants at the 
meeting. said, "The time has come to find out what happens in man: to 
study his immune reactions; and to get on with new attempts to produce 
evidence of artificial immunity in man." At this, according to Paul, 
"a veritable shudder went round the room." 

The responsibility of the scientist is not only to his subjects, not 
only to his science, but he may, unwittingly, have an .effect on the 
whole subsequent development of the field. 
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Polio - 1960 

♦ 

Our third example is the successful development' of poHo vaccipe. Since 
John Enders long has been a friend of mine and I have made a hobby of 
considering the various aspects of his work, it is 'a particular and re- 
markable pleasure to discuss that work in the presence of today's chair- . 
man, Dr, Robbins, one of the major contributors to the great .discovery. 

Most of you know the story, but there are several features that are. ■ 
very important. First, youth was involved: two young men, one of them 
starting as a medical student, working with a senior scientist.^ It was 
a group endeavor with constant open review and publ ixsation : beware of 
the single man who wants to keep hi^work secret. % Cautious interpreta- 
tion wa^ characteristic throughout. Human fetal tissue^ was the basic 
breakthrough, as descri4)ed so clearly by Dr, Enders in his Nobel address. 
The placebo was critically important: the initial plan involved 30,000 
children who would receive a false injection. One could be certain 
that some of those children would get polio, and some would die. 

It also is interesting that it encountered Serious trouble at ojie 
■point with the. so-called "Cutter i incident an ^example of a scientific 
(viral) aspect "more compl icated than a commercial process could master. 
But the vaccine did have to be tried for the first time in man, in per- 
fectly well young children, with np therapeutic benefit -- only the 
promise of future prophylaxis in case they became exposed. Some who 
were to receive the placebo, as I ihave said, 'were sure to be exposed, 
and "Some would get the disease. 

Figure 6 shows the .'trio of Nobel laureates that produced the polio 
vaccine. From left to right: Thomas \L Weller, :John F. Enders, and * 
Frederick C. ^Eojibins, \ ^ 

Figure 7 5h5ws a char^ demonstrating the effect of the vaccine on ^ 
the incidence of poliomyelitis, surely one of the most exciting achieve-'' 
ments of medicine in our generation. . » ' ^ 

. Measles - 1962 * , ' ' , 

Our fourth example also has t.o^ do with viruses and vaccines: the trial 
of attenuated measles vaccine in Africa. The knowledge that came from 
Africa to prompt Boylston's smallpox inoculations in 1721 has now been 
taken back in several ways. I mention it briefly, but it brings up an 
interesting point. In the first page of the* Kat? article it says, "In 
the United States of America, we had acquired little experience with the 
use of the F.dmonston vaccine in malnourished children. That was some-- 
thing that neoded to be done. With this background and with an aware- 
ness of the problems generated by measles in Nigeria, we felt justified 
in undertaking a careful study of attenuated virus vaccine amongst 
Yoruba children."^ So this was basically an pxpel-iment to acquire new 
knowledge. • , ^ , 
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There are jnanv aspects there, but the most interestiTig is the problem 
of informed consent. There is no ^ay across that language and cultural 
barrier that this procedure could ever be adequately explained either' 
to the child or to the mother in ai) African jungle tribe. The results, 
as you know, were impressive. Measles, a plague of that part of Nigeria 
and Upper Volta, was wiped out, and those who^id this were given the' 
highest honor of that same African tribe. Informed consent? 



Kidney Transplant - 1950 

Our £ifth example is that of- kidney transplantation, and it has two * 
\..^|ji^e sting subsets. The first was the work by Willem Kolff in devel- ^ ^ 

oping the artificial kidney, which he did in 1941 and 1942 in Hqlland 
under the eyes of the Nazis, who were absolutely unaware of what he was 
doing. He had known of the previous work in 1915 ix Johns Hopkins ^ / 
showing the passage through a dialysis meipbrane of many of the sftt&^X-^ 
molecules that jnake people siok with renal failure. . o 

He also was aware of the work i/rf 1958 6f McEwen in Chicago, who tried 
to set this type ot thing up wity collodion membranes. Kolff had some 
sausage casing^and a tomato can. \ From these he made a primitive arti- 
ficial kidney.^ lr\ 1962, when I was writing a little his*tor/ of this, 
• I corresponded with Dr. Kolff. In his reply he. said that it .yas an' 
awfully goo'd thing that'he did not do that work in a paisticu'larly 'wel 1- 
organized department oy medicine where theje were ci lot of rules,* 
because all of his- first patients dited._ They^died, of course, of renal 
failure that he could not reverse, but he did show that the biochemical 
'and clijiical manifestations were reversible. His work established ^ 
new metf^dd and laid the groundwork for transplantation I 

In 1951 and 1952, the late Dr. Hume, .working with Dr. Thorn and tj. 
Dr. Dammin, carried out. nine kidney transplatations in unmodified 
" recipients, wording out the, anatomy and where to place the kidney nat 
in the leg,. but in the belly and how to hook it up. They found that 
the patient was soon up and around, feeling fine. All the transplants 
failed. All the patients died. It was a remarkable therapeutic at- 
tempt.' It would be impossible to get this by any of the so-called ♦ 
**Human Use Committees" at the present time. 

Figure 8 shows a picture that Dr. Kolff took in Holland of the four 
kidneys that he had made. *He left one there and took one Vo Britain, 
Inhere i<t was enshrined in. St. Bartholomew's Hospital. He topk one to 
^ .Russia, ^nd s^i^ that he never heard of it again. Dr. George Thorn and 
Dr. Carl, Walter obtained the fourth one and made from it their new 
, variation of the kidney which, as )rou know, looked very mych like tjjis 
for many years. ^ 

What are some of the interesting aspects of this? First, they were ^ 
all transplants of cadaver kidneys. We felt, at that stage, it was 
unwise to use a 'living donor. These experiences showed c^l early that 
all the clinical physiological and psychological, mani festations of renal 
failure were reversible. If the patient's sick kidneys were taken ou,t. 
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FIGURE 8 



the blood pressure came down, and it set the stage for what was to 
happen quite unexpectedly just eighteen months later when the first ^ 
identical twin pair showed up. When they came along it was perfectly 
clear how to do the operation to have prolonged success. 
~ .It is interesting that one of those patients of the first nine lived 
for 180 days. He went back to South America and resumed his practice 
of medicine. Later, when he was in his terminal illness, having re- 
jected the kidney, his only words were those of thanks to the very hard- 
working team of many people -- doctors, nurses, and all their helpers -- 
who had* given him some hope at the end. 

These trials g^ve hope to lots of people. In that ^aine year 
Billingham, Brent, and Medewar published their paper on acquired 
tolerance. In 1960, 6-MP and azathioprine 'carae along, and at least a 
temporary way of hehping people with renal failure became availaUle: 
transplantation under immunosuppresion . * 

It often seems strange that many patients, especial ly -with Severe 
organ disease (such as liver failure or kidney failure, or with malig- 
nant tumors) come to physicians specifically asking that new and untried 
things be atternpied. They will go to another doctor or another hospital 
.if they are not assured *of such trials. Ntuch has been made of the human 
guinea Big. Patients come to us and ask to be one. They want to try 
the un/pied because they know that the tried has always failed. 

28 
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Frequently they >*ant to give a favorable judgnent on the trial, and 
therein lies a trap for the unwary. ^ 4 

# « 

Krebiozen - 1955 

. It IS this very desire of the sick patient to say that he or she is 
better that has lead many an investigator down the primrose path. ' This 
was true for Dr. Andrew C. Ivy and "Krebiozen." For further details of 
that unfortunate saga and of how the wish of patient's to be helped can 
lead an investigator astray, I refer you to the Boylston Society Essay 
of Dr. hiliian D. .'►Jorain, "Krebiozen: Nineteen Years of Controversy"^ 
and to my account in Daedalus,"^ Suffice it to say here that this was 
one of the sorriest episodes m American science: the promotion of a ^ 
secret nostrum by a formerly eminent physiologist. ^ 

Starvation - 1942 

My final example is in many ways the most remarkable*. It comes from 
the Warsaw Ghetto in 1942. The Germans were forcing the Jewish people 
into a very small area, 'a part of Warsaw that normally held 60,000 
people had an unsupportable population of 1.5 -million at its peak. 
About 50,000 a year died, for the Germans had learned that density of 
population hafstened death. Young adults fit for* forced labor were fe6- 
and used, pitted against the young and the old who were star\^ed to death. 
Starvation, thei^efore, was extreme, and many died of it. 

,To study the dynamics of human starvation under these conditions of 
misery would seem the most inhumane sort of Nazi crime as bad as 
iigmerSin^ political prisoners in ice cold water to see how long downed 
aviators could live in the Arctic, 

A book was then written on the nature df this starvation.^ There 
are only one or'two copies in the United States. I am indebted to 
Dr. Jan Dmochowski for translating it and for helping me to' understand 
iti. This book describes the process of enforced mass starvation. 

When we look at the list of authors, our hasty ethical judgment is 
turned completely around: all were Jewish physicians, and all but one 
died either in the Warsaw Ghetto uprising or in the 'g^s chambers. The 
one who did live was Dr. Apfelbaum, whose son is now a distinguished 
nutritionist. 

These doctors were trying to create something bf lasting worth ^from 
thB hopeless misery of their people. Here is one quotation: 

Our persecutors were using all possible methods to degrade us as' • 
human beings. They wanted to prove that we were a subhuman race.' 
One of 'the methods used was starvation. When thisjvas not quick 
enough, other methods , were used. There were those of us who were 
trained and educated to conduct scientific studies, and we felt 
that this was a form of defiance that would *e most appropriate 
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for Us. From aiDon^st several individuals participating in this 
stud>', alraost no one survived. Their last work was left as a 
legacy for future generations of physicians. 

Figure 9 shows the title f>a^e of the book, a copy of which .is in the 
National Jtedi'cal Librar)-. It reads starkly and sinply, Stai^vation 

Figure 10 shows the wasting, the sort of starvation the physicians 
were observing. They carefully recorded the findings on a-utopsy, the 
nature of death; they did everything they could to try to understand 
what was going on. 

The title of Figure 11 is "Forced" Relocation. " hnat you see here 
was the result of persistent constriction of the ghetto. area. Tne 
ghetto experience, then, is an exap>le where the question of vho per^ 
forr^d the study becomes critical in ethical judginent. 

At the outset I said that judgsients in this area are made partly on 
the basis of outcome (which seems unfortunate and Machiavellian) and 
partly in the context of* the prevailing ethical climate that *grows out 
of common knowledge and judgment. There are few absolutes. The Warsaw 
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Ghetto exaisple is one in which everything about it makes one of the 
truly dreadful stories of our years, "except for these efforts of physi- 
cians to bring something worthwhile out of it. 

Ethical Guidelines for Human Experimentation 

Are there guidelines or general statements one. can make? Is this a 
field wherein there should be a rigid set of federal regulations? he 
seem to have a great American genius for identifying a social problem 
* and then trying to solve it by federal regulation; I give you the- Eigh- 
teenth Amendment to the Constitution as an example. Ke must* remind 
ourselves that it is not aKays necessary to solve problems by federal 
regulation! 

Let me brief ly* review a checklist of components and characteristics 
that have proven vital to the ethics, integrity, and efficacy of bio- 
medical research- carried out in man. These components relate to the 
institution, the academic process, open disclosure, the problem of in- 
formed consent, laboratory background, and freedom of scientific growth. 

First, let us consider the institution. A g^at deal of human ex- 
perimentat lOn of all types is done in teaching hospitals. Most of these 
institutions have become extremely sensitive to the many issues involved,; 
and they are accustomed to surrounding each episode with the maxijnum 
.safeguards in terms of a watchful and sensitive resident staff, the 
collaboration of a critical attending staff, and the laboratory services 
backup. Which is essential to safety, \\hen we depart from this environ- 
ment, one must proceed with great caution. The Armed Services, the 
Space Administration, and other governmental agencies are; not accustomed 
to human experimentat ion , fti which the welfare of the subject is of first 
concern. Private hospitals , or health 3pas that are trying. to promote 
X some special new curb or drug, should be regarded with supicion.* 
Large industrial firms, whether they be" aircraft manufacturers or jhrug 
houses, thougK concerned with human safety, have a conflict of interest 
that is patently obvious; safeguards should be maximized. Whenever it 
IS p(5ssible,*a sophisticated teaching hospital with strong university 
associations should maintain overview of the work. IVhere new "cures" 
or treatments are being investigated, such overview is particularly 
important, because to the unsophisticated, - the universal way to achieve 
success on the part of patients may be quite misleading. ^ , ' 

The academic process^ if maintained in the best of the western 
traditions, is fundamentally an ethical process,. It involves discussion, 
inquiry, openness and the presence of the learner, usually a young 
person. The learner is also a questioner, and frequently a doubter. 
One of the Tysons that university hospitals have established an ethical' 
climate for therap^putic innovation and other types of human 'experimep- 
tation is the presence of the academic process firmly entrenched. "Gc3od 
science is ethical science" because the scientific process in itself, 
with an adequate conceptual background and honest evaluation of results, 
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is m essence an ethical ^ud^mental nevhod. 'Tne same can be said or 
the academic process; when properly pursued, it is basically jethical . 

Sone of the worst abuses of human experimentation have occurred in 
situations far reD0\ed from the teaching hospital /and far reooved from 
the academic environment: there has been no opportunity for question, 
.inquiry, doubting, no students, and no open discussion. 

•^-'The role cf versorjil arlizior, in th^ scientific process has often 
been acknowledged as a sort of "motor power" that activates, many 
scientists. Personal ambition, rivalry, ambition for 'advancement and 
promotion, are all characteristic components of university life. They 
present a severe hazard in the area of human experimentation. Ix.o*. _ 
personal Ambition, to be the **Jirsx or the best'* (and possibly to keep 
it a little secret Suring development) that is responsible for abuse', 
evenness, freedom of discussion, and presence of young people act as 
a str^Jng counterbalance to the unbridled ego. 

■^vvrK>vriite lai^orazor^^ background is so obvious that it nee'd not be 
.belabored here. There are ^^ery few things that can be done in human 
experimentation that are not amenable to ^sorae sort of preliminary lab- 
oratory study, either in the test tube or in an animal model. Not only 
should the laboratory background be adequately carried out, but prefer- 
ably by the same persons who are to do the human work. Above all, the 
individuals involved should have encyclopedic knowledge of the litera- 
ture of the field. 

The matter of infomed consent will be given much attention in this 
particular Forum of the National Academy- of Sciences. In a way, the 
term is a contradiction in itself; if an experiment is being done, it 
means that the outcome is unknown. Therefore, it is impossible for 
anybody to be informed about it. On the other hand, the need'ds clear 
for a complete explanation of what is being done and an explanation of 
the processes, the hazards, and the possibilities. If the subject is 
in coma, incompetent, mentally deficient, at the extremes of life, then 
some sort of familial and legal process must be ^iraJTrtpassed. iVhen this 
is ail donev one must admit that it is not truly informed consent, -iut 
that there has been an informational transaction of^rifaximum depth/^ 

Einally, freedom of scientific inquiry ie essential. It is the rare 
scientist who has not changed his plan or cha.nged his di^rection; some- 
times the experiment is changed in midstream because^-tfiings look prom- 
>sins or hazards can he recfyced.' One of^'xhe faults' of • government-, . 
sponsored contracf resear-ch: has been the extreme rigidity of protocols 
and a desire (o avoid any opportunity 'for short-term ad. hoc decisions. 
This is^ a very cfangerx>us atmospher? fpr human experimentation. Con-- 
trolled clinical trial suffers from this defect of being overly planned 
^or "stage-m^rrag6d. '* Someti'meB the'use of.% 'placebo is essential, but ' 
as I mentioned previo^Jsly, the u§e'of placebos in an early vaccine 
trial may '.condemn -some. Children to^death. Then-, the placebo must be ' . 
abando;ied. ^bpo^ xikn' he wise eftough to ^aice such, judgments in adva'nce;. 
Freedofta to , change the ptotocol^ (as e;^perie nce is gained) Is. essential 
for th^ ethical' clijnate of hum*an experimentation . * ^ 



» 

Under no circumstanvfes should ethical decisions be raade apart from, 
, the biological realities and in some case's the individual patient* 
Ther^could be nothing n>ore unethical , than critical' judgment in this 
field made by persons who hav$ not studied the biology of the field or 
the patient. 

>^ principal burden of this discourse is that while acknowlejdging the 
hazards of human experimentation, a far worse situation would result , 
from o\erprotect ion. Restrictive laws, fedetal regulations, federally 
approved guidelines made contingent Tor research funding a form of 
federal penalty that has become popular today or the restriction of 
biomedical science entirely to animal work w*ould have a repaarkable ad- 
verse effect on the advance of knowledge and practical clinical care. 

. It remains true now, as always, that the basic study of, man is man 
himself. It is equally true that no law or sys'tem* of laws can stop the 
work of evil people whose only motive is personal ^ain. Society must 
protect human beings against exploitation, but naive or sweeping pro- 
tective laws' will fail of their mission and may slow the progress so 
much needea by the sick and* suffef ing of* coming generations. ^ * 



THE BENEFITS OF RESEARCH , 



Le«i-s- Thomas 



, There areVwo conj&licting, ' polarized views of modem medic§l science, 
and -the t:onflict between them accounts for jnuch^of today*s public doubt 

•^and confusipn concealing the proper role of. medicine in society. 

' One view. is that mediqine is a fuH -fledged, mature science, pos- - 
sessed of enormous power to influence ,. change , and modify not only human 
disease ^fit^the normal conditions of human biology. Under this view, 
"medicine has already come its full distance as a useful kind of science, 
and with so many conquests Of disease credited to its accomplishment, 

' feeling its own strength, it is looking around for new worlds to con- 
quer. This is" a pro5p©ct to frighten anyone. Given this view* no 
wonder there is apprehension about the new kinds of meddling we may soon 
be up to, from transplanting heads to cloning prominent political 
luminaries. If this is really the poUer of modem medicine, what are 

' the limits which society should now be setting to the deployment-of such 
power? Behavior control^ genetic engineering, cloning, transplantation, 
immortality, all the rest of the hazardous prospects formerly dealt 
with by science giction now seem to be immediately at hand, and some- 
thing to worry about* for tonight*s insomnia. ' This "is one view of things 
at one pole, and if this is what you believe about medicine, you will 
want all the protection from it that the law^can provide. 

^he other view is that medicine is not, in fact, a proper science in 
any real sense. It is a fumbling^ blundering, totally empirical non- 
science, incapable of influencing veryjnuch, if any, of our genuine' 
health Problems, rather pretentious in the pubUc stance it t^kes, 
undeserving of the public acclaim it occasionally receives , and even 
conceivably, when- you get right 'down to it< not necessary for the well- 
being of mankind. -If this is the view you take/ then you want -to be. ^ 
sure that, such a science, or pseudoscience, is not tumea loose to be 
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fiddling around uith human health, and you want protection from it as 
welU 

Tne truth lies, I think, somewhere in between these extremes. Per- 
haps it would be useful, at the outset of thes« proceedings, to take a 
cool measuring look at the real position of modern raedicine araong the 
sciences, with special attention to its current capacity to do things 
and also- to its current areas of incapacity. 

There is no doubt at all that medicine has come a certain distance. 
But when you look at the whole range of major human diseases the 
disorders that cause premature death or prolonged incapacitation in 
great numbers of people, in all parts of the earth -- the distance we 
have come is relatively a very small fraction of the total run ahead.' 
Medicine is, in fact, a proper science for w'hat it is obliged to cope 
with, but it IS a very young science, really only at its very beginning. 

That beginning, however, has been both impressive and encouraging 
for the future. It lies mainly in the field of infectious diseases. 
Thanks to some extremely, good basic science in the fields of micro- 
biology, virology^, and immunology, beginning late in the nineteenth 
century and continuing through the first third of thisi century, the 
principal pathogens of infectious disease were identified and classified 
Viral vaccines were developed and applied to th^ prevention of the major 
childhood contagions, and the groundwork was laid for the discovery of 
the antibiotics and chemother'apy . 

It- needs emphasizing that penicillin , '.and the other subsequent anti- 
biotics, represented a logical step. in the scientific development of 
this field; but tljis step would not have been possible without the know- 
ledge of bacterial pathogens that had come out of the preceding five 
decades of fundamental science. Before penicillin and the sulfonamides 
could be useful substances, you had to know that there were such things 
as pneumococci, streptococci, staphylococci, and meningococci, and you 
needed to knojv in some detail what these microorganisms were capable qf 
doing to human beings. 

"What happened as the result of*this accumulated information was 
nothing less than a revolution in health (?are. Most people have for- 
gotten that there was such a revolution because rit happened so long - 
ago. It is remembered most; sharply, I. think, by those who lived through 
it, and especially the generation of doctors who xame out'of medical^ 
school in the late 1930s. ■ ^ " ' 

I was one of these, and I have' total recall for the transformation. 
It began in 1937, which was the year -of roy internship , at the Boston City* 
Hospital. This was the year when sulfanilamide first became availal^le 
in thiis country. At that time there was a. huge wing of the Boston City 
Hospital, known as trfe South .Depar^^ment , into 'which were, crdwded several, 
hundred patients, mb^tjy children, with contagious bacterial infections. 
The place was filled to overflowing throughcJut mtxst of the year, but in 
th^ late winter and early spring it w3s almost intolerable.. Most of the 
cases were "streptococcal 'diseases, predominantly* scarlet £ey/^T^ with 
mastoiditis, -rheumatic ;fever 'and glomerulonep^ritis^as the typic4l, , 
commonplace seq^uelae. There -were, also, whol^. wards filled with , 
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. diptheria, whooping cough, and raeningococcol meningitis. The cases of 
diphtheria could be treated v^ith antitoxin, but the patients with strep- 
tococcal and meningococcal infections wpre simply nursed through their 
illnesses, and there was always a substantial mortality. 

There ^^as a special ward in the main building of the Boston City 
Hospital set aside for the isolation of patients with erysipelas. These 
were mostly elderly people and alcoholics, many of whom died from this 
form of streptococcal infection. Ou; on the general wards the commonest 
disease throughout the winter months was lobar pneumonia. There were 
so many cases of this disease that they were assigned to the interns in 
rotation, according to a carefully kept "pneumonia count.*' This was 
necessary to prevent any one house officer from being overloaded and 
incapacitated by too many cases. If you had more than two or three new 
cases of lobar pneumonia to admit in a single night, you would expect 
to be without sleep for the next twenty-four hours or longer.. Each 
case required the most intensive kind of nursing and Supportive care. 
There were type-specific antipneumococcal sera available, and if you 
were lucky you could induce a crisis and bring the disease to an abrupt 
end in a few hours, but this technology was complex, chancy, and some- 
times dangerous. Typically, on a winter's night, there would be enough 
Tiew cases of pneumonia to require the laying down of cots in the center 
of each of the hospital wards, and often these cots were lined up all 
the way out into the corridors and up to the elevator doors. My memo- 
ries of the City Hospital medicine of those days are all memories^of 
bacterial infection, crowded beyond belief, mostly untreatable, and 
entirely unpreventable. , 

* Then the sulfonamides arrived, and a few years later penicillin, and 

after that the rest of today's antibiotics. By the early 1950s the , . 
wards of the Boston City Hospital, and of all the other big city hospi- 
tals in this country, had begun to empty, arid they have remained partly 
empty ever since. This change, which amounted to a revolution in 
itseljf*, was not due to any change in the. economics of health care. The' 
patients had not gone off to other, more harmonious hospitals for their 
treatment. The diseases had themselves vanished. Lobar pneumonia 
became a rare disease. 'Scarlet fever and the complications of Strepto- 
coccal irvfect-ion became rarities. Pertussis and d i p h theria vanished. 
Erysipelas vanished. Today, if a case of classical, clinically typical 
pneumonia is encountered in -a large teaching hospital, the medical 
studen/s are hailed in to see the pihenomenon. As Dr. Robert Austrian 
has demonstrated, the disease is still there, but we no longer recognize 
it and usualjy get rid*p/ it in its earliest stages. Most of today's 
young physicians have never seen a case of diphtheria or meningococcal 
meningitis or erysipelas. Even tuberculosis, which used to require 
whole, immense hospitals because of the enormous numbers of tuberculous 
patients, has almost disappeared. Syphilis is still* around, to be sure, 
bijt chiefly in the early, acute stages of the disease. Because of peni- 
cillin, tertiary syphilis, which was among the •commonest causes of heart 

. . disease, paralysis, and insanity just a few, decades ago, has virtually 
'gone out of medicine. 
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The clinical'. research that made all this possible was accomplished 
mainly during the 1940s and 1950s. During this tirae^ insjituti^ons like ^ 
the Thorndike Memorial Laboratories of the Boston City Hospital devoted " 
a large part of their resources to the testing and evaluation of jiew 
and improved antibiotics. The knowledge about th^e. substances as anti- 
bacterial substances and their mode of action against various bacteria 
came, by and large, from the research ventures bf skilled micro- , 
biological laboratories. Bpt the knowledge of th<ese substances as • 
medicines for use in the treatment of disease in human beings had *to 
come from c?areful, meticulous, scrupulously scientific clinical research. 
This was, if you will, human txperinjentation. - ^ 

1 suggest that this experience in clinical investigation spanning 
more than two decades in teaching hospital centers here and abroad was 
the largest-scale undertaking .in human experimentation that the world 
has known. I suggost, therefore, that if you want to find out more 
about how this kind of research is best done, as well as where its ^ 
weaknesses are, there is no better model to examine than this one. 
Everything else that medicine has accomplished thus far in the line of 
scientific research involving human subjects has been relatively minor 
both in sheer scale as well as in significance for human welfare. If 
there are basic flaws in the whole concept of human experimentation, 
you ought to be able to demonstrate these flaws in the long history of 
antibiotic research. And if you wish to introduce reforms into the 
existing system for research of this kind in order to assure against ^ 
inequities and injustice in the future, you should be careful to keep 
the record of antibiotic research in mind as you go. For a starter in 
this line of inquiry,- I would suggest a careful study of the voluminous 
^d illuminating bibliography of Dr. Maxwell' Finland, whose ^work on 
antibiotics and antibacterial chemotherapy covers the whole period from 
1937 up to tne present decade. ^ 

I do not raise this matter because I wish to indicate unqualified 
support for the idea of human experimentation or even to suggest that 
the work on antibiotics was done flawlessly. Certainly, here and there, 
the record displays experiments that^ should not have been done or in 
which the patient^s" welfare was not the* central concern, although I 
doubt the ejcistence of any siich examples in Dr. Finland^s bibliography. 
I raise it because of a concern that it may be overlooked in today's 
vigorous and sometimes violent arguments over issues of human experi- 
mentation in which the stakes are very much lower and even, on occasion, 
trivial. I would hate to see us lay down restrictions or sanctions on 
clinical science in general, on the basis of today's apprehensions about 
psychosurgery or behavior control or sex determination or genetic 
engineering and the like. I would hope that each of these, would be 
considered as isolated problems, on their own merits or demerits, with'- 
out any implications whatever for the general question as to whether or 
not human experimentation should "be done. It worries me that there is 
so much* public attention being drawn to what seem to me quite esoteric 
zones' of science, while the real agenda, the major problems in human 
disease still unsolved, stares us full in the face. 
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The truth is that we have a very long way to go in medicine. It is 
simply not true that medical science has progressed so rapidly and 
iparvelously that oiir main concern should now be how to cope witR the 
technology that has replaced the art. Except for a handful of conspic-^ 
uous ^advances, such as the antibiotics, several vitamins, and a number 
of hormones, we are still confronted by enormous areas of ignorance 
about disease, and we would do well to acknowledge these more often 
than we publicly do. Let me just mention a few to comve/ an idea of the 
scope of ignorance. 

We do not understand the underlying mechanises of Ifeart disease at 
all. There are clues to suggest the basis for arteriosclerosis and 
valvular disease, but nothing yet with the' stature of solid scientific 
proof. TVe must therefore remain without effective measures either for 
the prevention or the cure of heart disease. 

We do not yet have an understanding of the pathogenesis of cancer, 
and because of this lack we have no immediate prospects of either * 
revjEjrsing or preventing the process of neoplasia. We cannot explain 
the^l^chanisms involved in stroke. We know how to lower the blood 
pressure in hypertension, but it is still no certainty that we haw^ 
learned how to prevent the vascular lesions of this disorder. We can 
neither prevent nor reverse the pathological processes in chronic 
glomeru^lonephritis or pyelonephritis, the chief causes of renal failure, 
and there is therefore nothing to offer beyond dialysis or transp^lanta- 
tion in these diseases. We do Jiot real ly 'understand bronchial asthma 
or chronic pulmonaryfibrosis or hepatic cirrfaosis or multiple sclerosis 
or senile demeXjti/^oF^hizophrenia or rheumatoid arthritis or the 
vascular disease that kills people with diabetes despite insulin or 
peptic ulcer or eveq^migraine . 

I could go on yith the dismal litany, although not forever, for it . 
is a finite list Amounting to some twenty-five ar thirty major diseases 
that account for most of the premature deaths and incapacitations among 
us. These are the diseases that^fill the modern hospitals, arid the 
lack of knowledge concerning their mechanisms accounts for Xhe absence 
of effective technologies to prevent or cure them. This general lack, 
in turn, accounts iri greatest part> for the enormous cost* of health care 
in our society. As it happens all of these diseases are now recognized 
asr respectable, approacliable, and potentially soluble biological ^ 
problems. 

Personally, I have not the slightest doubt Xhat we 'will obtain clear 
answers, sooner 6r later, for all of thejp, with the s'ame certainty that* 
now allows us to deal effectively. with the majijr part of human infec- 
tious disease. But the answers and the final technologies will not ' 
drop into our laps, nor will we arrive at them by guesswork pr by good 
luck. What we must have, if we wish^to become a reasonably healthy 
species, is a great deal of new information. Much of this will only b^ 
obtainable by clinical science; that is to say, by experimentation in- 
volving human disease. This has to be faced up to as we deliberate here 
about the necessary guidelir^es for the medical research of the future. 

V 
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As Dr. Thomas has so ^eloquent ly described it, -he and I date from the 
days of iron men and wooden ships in whichf I had a slight advantage 
over him, in that my ye^ir as an intern was the last one without sulfon- 
amide. So, I Jiad the opportunity to see, as a physician, the intro- 
duction of this era that he has described, 

I also share with him completely the idea that the clinical investi- 
gation in the field of microbial diseases presented virtually all of the- 
problems with which we are faced today. There are, however, a^few . ' 
i-mportant differences, as there always- are, in the use of models, and 
I shall 'attempt to highlight those as I go along. 

I would like to add one footnote to what hd' was saving. In the 
clinical investigation of microbial diseases there wfere times When the 
total supply of the' new*, powerful, and for the first time effective 
drug was* in very small supply and was needed for certain purposes, 
$OciaJ purposes, if you will. ^The entire supply of penicillin had to 
be controlled for the use of the military because we were in the middle 
*of World War II. This was done through the National 'Academy of 
Sciences-National Research Council mechanism. If v*as done, in effect, 
within this building. BMt'«the ethical questions as to who got what had 
t;o be determined by militaCry considerations. Consequently, when it was 
demonstrated that peYiicillin was of very great effectiveness in treating 
syphilis, its uses for that purpose became an investigative question of 
great moment. 

it w^s also demonstrated at that game time that penicillin was highly 
effective in "subacute bacterial endocarditis, an essentially uniformly 
fatal disease, but one of -no interest^ to the military. So we had then 
an essentially nonfatal disease in. which penicilTTn could be giVen and 
a fatal disease in which it could not. Two men were dominating the , 
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scene^as the respective chainnen of the conuaittees within this house, 
one ^he* late Dr. Chester Keefcr and the other Dr. Joseph Earl Moore. I 
was present in Dr. Moore's office when a woman called up and stated 
that she had just talked to Dr. Keefer and had told him that if her 
husband cOuld not receive penicillin for his bacterial endocarditis, she 
was going. ^to send hira out to get syphilis so that he could get the drug 
from Dr. Moore. 

Dr. Thomas, 6f j:ourse, has told us of one kind of risk of research, 
namely, that the research does not get done. I interpret ray assignment 
to talk about the risks to the participant subject in the research. By 
r^lsk I mean that someone^s placed at a risk of dangers that would not 
have happened had that pe:pBen not been a participant in the research. 
By exverinent I mean eithen on the first occasion of new observational 
* techniques within the human body or the choosing of some intervent^ion 
in the course of human disease or human condition and subjecting that 
itvtervent ion to experiment. > 

Every medical intervention has some risk; and, as Dr. Francis Moore 
states, every medical procedure is in itself an experiment. But there * 
is a difference here; specifically, the difference of experience. The 
surgical procedure that has been done before is different than that 
surgical procedure that has never been done. The drug that has been 
receive3*T)y fifty people is a slightly different proposition than the 
drug that has aever been received by anyone, and so it goes. 

There trfien -is a /quantitative aspect to experience. The more experi- 
. . ence, the less a pai*ticular intervention could be considered an experi- 
in^rat; the less experience, the more. It 'is a rather arbitrary poilit at 
tines, yet one that can be reasonably well settled. But the nature of 
thei'risks *ruji a spectrum all the way from a petty annoyance hives, 
l>et us say, err some such thing to death. That is, any type of a, 
' ^ reaction that can occur to any type of medical intervention represents 
a danger ttiat can be present and through which a participant in research 
can be put at risk. It is impossible, therefore, really, to have risk- 
free participation in a research project;., _ " \ 

The risks can come from any quarter. A new drug for hyp^t%>sion 
can turn out to be a better drug than the exis^tin^^t^^eatlnen 
case the people who got the new drug were^^-i:'^?s risk than the people 
whjD got the old. Or it coald turn "oul not so well. Therefore, they 
were put at greater risk. The subjects on the drug would be put at 
greater risk of toxicity, for the toxicity is not yet known; or it could 
> turn out that the risks were actually less. So there are any number of 
ways that risk occurs' here. But everyone participating in the question 
. gets put at , some risk or another. 

Mow, obviously there can be a whole set of issues that a^ise as a' 
result. .pf this question of risks. There is the question of the nature 
. of the risks.' There is the question of their reduction or amelioration. 
There is the question of how muc1i the participant should Icnow. There . 
are^he societal trade-offs between the risks to the individual and -to 
society risks to the individual as someone with a j)articular disease, 
a person in a particular case; the risk to an individual sim|>ly as a 
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member of society; and the risk to societVA And then, by what right 
«does one human being place another at risk?* These are some of the 
issues that come to mind when considering the risks, of research. As^ I 
mentioned, any participation can give any type of reaction to a medical* 
intervention. -%trt general ly spiking, the risks are of four main kinds. 

'The first has to do with direct trauma- from physical damage by some 
new observational technique or by a -severe tissue reaction to some sub- 
stance that has been injected. The secortd is damage to an organ or 
organ system as a result of drug toxicity. The third is the withholding 
af. a treatment of established valae. But the fourth is the question of 
,the risks coming from the associated tests set up to test the risks and 
to protect against them. This is a sleeper in the risk business in 
clinical mvestig^t loli ,'^'ajid one on which I will elaborate in a moment. 

The first two require little comment, for there are various ways of 
guarding again;?t drug toxicity or minimizing it, and this is also true 
of observational technique. Tne question of the tests is that various 
diagnostic tests in medicine all have trade-offs between the risk of the 
test and the risk of the condition for which the test is being designed. 
Sometimes the test itself carries with it a considerable degree of. 
danger, but ^it *is aimed at and helps in the identification of something 
very serious and of very great importance to the^patient. 

A contemporary example does not come to miiul at the moment, but ^ 
relatively recent one does, namely, aspiration of sternal marrow. 
Although this procedure fs no longer very much in use, it ^s an ex- 
tremely useful one in establishing certain forms of disease of the 
Jblood- forming organs. Among all the areas new drugs ^re most^apt to 
.affect are the bSod-fonning organs. Accordingly, when one is setting 
up a clinical investigation of a new drug and attempting to protect the 
patient against any ills that might befall him, one watches the blood- 
forming organ system very carefully. The question in writing the 
protocol then arises as- to whether or not to do sternal marrows. The 
procedure' itsel f has acquired a familiarity in hospital service. There 
are a lot of blood disease procedures done all the time, done perfectly 
as far as trade-offs are concerned, and so this procedure has acquired. ^ 
a sanctity that has only to do, with its use as a diagnostic procedure 
in a patient who may have a hematologic disease. Having acquired that 
sanctity, when someone asks if sternal marrows are to be done, .you say, 
"Sure." So, the fii»st thing you knov^, the patient who is actually at 
risk only of a thec5retical damage to the blood-forming organs is receiv- 
ing an observational method aimed at protecting him but actually in- 
creasing the risk. I emphasize that this particular example is not one 
that is current. But this is the sort of thing that comes in- waves as 
tests come in and^ut, and I am sure will appear again. Therefore, one 
.of the Sleepers in risks in clinical investigation is to be sure that 
the very tests you are applying to protect the patient are not them- 
selves adding considerably to-the.ri^. 

The last of the four kinds of risk is withholding, and thjis is^really 
"the area of greatest problems. In starkest terms it has to Ido with 
withholding the intervention from one group of people and making the ^ 
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intervention irwthe other, a so-called "cotitro^ groyp." This ^ets us- j 
into the question of raifdom selection in clinical t-rials / whiQn i wojld ^, 
like to discuss in a nonient. 

Withholding todav is rarely so simple-as some Individuals gfettirj^ 
drug A whil^ others' get nothing. Usually it has to do with t)ve deCifeion 
to withhold drug \ whiJe introducing drug,B, a T\t^ drug for the same 
purpose. Tnis dates back, of course ,* to those days that Dr. Thomas 
mentioned when one could gi.ve sulfonamide to a patient, secure in the 
knowledge that all that medical science could .<io was being diJne. But 
the minute another drug was introduced, the question, arose, is it fair 
to tKe patient to trv to studv penicillin in pneumococcal pneumonia 
without at the" same time giving him sulfonamide? If one gave both drugs, 
it was inpossible to determine the- effect-iveness of the new one; but ir 
feoth drugs were not given, op6 was making ara ethical decision specifi- 
cally putting the patient at ^^of the possible dangers 'of not re- 
ceiving the known drug. So the^^hholding issue gets to be right away 
a very difficult one from an ethical standpoint once there ar| multiple 

drugs available. - ,, • u jr 

A- big step occurs at that very point. I have been talking here ot 
results of a single investigation, a single team, a single investigator 
with associates on a single ^er^'ice. The withholding phenomenon comes 
to even greater importance today in .the question of the large-scale 
cooperative study aimed at defining the validity of fome intervention. 

For two decades or more the tool of the large-scale cooperative study 
with random selection of the experimental subjects has been fashionabl_e. 
This' system, as you know, is based op the premise that one can iden^^ry 
a large croup of people all having the same disease and having it ill 
the same stages; the same subsets, so that the behavior of that di^^ase 
can be predictable in such a* large group. Then by some process fij / 
'random selection, one assigns to some groups tSie intervention, _a3i<i' to.- ; 
other groups nothing at all or another form of intervention. The intro- 
duction of this random-selection, l^rge-scale study -represented a laud- 
able attempt for introducing r\gor into this very difficult question of 
the validation of various procedures*; ^ , 

N'ow I have long contended that insofar as tkerajjies are concerned -- 
I am n^t now talking aboui vaccines - by the time the ethical questions 
are met in such a" large-scale study, the topi is really of relatively 
litt'le value. By this time you are reduced to studying questions that 
no one is very deeply coTicemed about, that peopl|^ have more or less 
made up theia- own minds abouV and that canno^t be classified as burning, 

acute questions. «- ■ 'u u *u* 

So this is an elaborate, tedious, hard-working process that by the 
time all Che wheels turn, in my judgment, is only usable in a set tff 
questions that are valuable enough bul not majcfr. The reason that' I do 
nbt consider it a valuable procedure is that, because the assignment of 
participants to various groups is. decided by chance, no one can really 
be asked to take very excessive risks. In effect, an experiment has 
been set up in. which there is something for everybody, and all of 
participants tend to get some form of accepted intervention. The 
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, expdrinent itself then cooes do-^n to coaDaring which inter\'ent ion is 
superior. Although this is useful for 'discarding therapies, it seldom 
IS capable of answering critical questions. 

One cannot generalize on the morality of the Tandon selection because 
every case is different. These are things about which honest men can 
dirfer, and a great deal, depends on the natiire of the interventi^ that 
is under study and the nature of the r<?search project. 

Hov.' can these four categories of risk avoided oi^ minimized? I 
won't dwell on the drug toxicity oth^r than to sav that 'from the anti- 
microbial drug days I can tell of serious reactions that v^^Tdrug 
^ dependent and that would not have occurred had we Ynom orooer dosage. 
I can think of at least two, the vestibular dysfunction of streotomvciit 
and the anemia of chloramphenicdl , serious reactions that occurred in- 
considerable numbers in humans and that were subsequently ^o-«7i to be 
.producible in dogs. But there are ways of minimizing drug toxicity, 
and they are pretty wejl standardized. In'-addition we must maintain a 
continuous awareness,' a continuous scrutiny of the protective tests 
mentioned earlier, and above all a climate'of op(i'nness. Special re- 
seai-ch services, 'with signs over the door, are helpful. This is, of 
course, not economically possible ever>'where, but I believe 'it is 
definitely helpful, because it preserves -thi s climate of openness th*t 
is really the only essential thing we have. / t / 

One. should remember such points 'as that an a/timicrobial di^ with 
toxicity that is quite acceptable as ^therapeutic ag^nt may beWte 
unacceptable as -a cheooprophylactic agent. In the Ohe instance y^ are n 
treating people by thi hundreds who are qj^ite seriously ill. In the ^ 
•dthrer instance, you ar^ treati^ng people by the -thousands and hundreds 
of thousands^ none of whom is ill when you^tart. The differences" 
.there can be quite impo^rtant.- But above all, we must persist in main- 
taming the climate of openness and a careful ^hal lenge of the impor- 
tance and the validity of the research question^. One must l?e sure 
th^t the game really is worth the candle, and that one has a jJerfect * 
experiment rather than an imperfect experiment. , - . " 

There are times, however, when a less than perfect experiment pro- 
duces a less than definitive answer, but a buildi;lg block emerges' on 
which "something else can be done. For examp-le,* during the Korean War,' 
it was shown that whole blood was: essential -for battlefield casualties. 
The whole blood was, of course, contamisJat^^ with hfep^titls virus, and 
a number of -different attempts were be^^ made to iitac^tivate the virus. 
These had^ to be- studied experimentally in^human/subjec^s , ' t^ere being/'- 
no other 'model that showed it. The woA; ar I recall, was done in 
human volunteers who would receive th^ blood containing the known virus, * 
which was then inactivated in various ways. The question'of design was' 
whether it was necessary in each instfance;. in addition to giving the 
subject the viru^ laden blood plus ^'he^ inafctivator, to give blood with- 
out any inactiv^tdr in order to shpil that the virus was still present. 
Those would be* the conditions of a' perfect experiment. In an ijnperfect ' 
exper.imervt on Would si'raply be satfsfied with giving the blood* and the* 
inactivator, and then/ if it were 4hown enough times that that procedCite 
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•resulted in a reduced incidence of the disorder, to wojk the thing up 
inore clavsicallv. • ^r^^ 

Other things have to do uith withholdings there, S^Sl)r. Moore's 
point about the hiolog>- of disease is tromendoi^sly important. We get 
bemused by the expression "outcome result^" and forget that sometimes 
we d'o know a little bit of what is going on. Sometimes in studiesj of 
pataents tfeaj^, comparing, for exan^le, the hospital with the hofee, 
th^ issue ia outcome rescults is not the benefits ofdTome cookinj, jDut 
rather if there is sone particular intervention that is being dan* in 
the. hospital that cannot^be delivered to the home in any circumstance. 

For example, wheti it was thought that hospital treatment was abso- 
lutely essential for the proper treatment, of tuberculosis, chemotherapy 
"came on the scene. It then was clear that the critical element in the 
treatment of tuberculosis was the introduction of a chemical into -the 
human bodv, a chenical that would interfere with the metabolic processes 
of the tubercle bacillus. This was something that could be delivered 
both at hospital and ^t home. A study was done to prove it and 'did so 
quite well/ But there are other-diseases in which what is available in 
a hospital, soch as some highly technical machinery, is not .available 
la the home. One could study a considerable group of patients both 
• arliospital and home without seeing ^ny difference in outcome, provided 
the need for use of the complicated machinery was something that arose 
only verV rarelv. So one has to challenge each large-scale clinical 
test on the withholding issue to be sure that all of the patients are ^ 
protecte^^^'against whatever it is that is being studied and that nothing 
is being withheld that could lead to serious disease or death. In our 
preoccupatioiTwith outcome, we tend to forget that the two groups can 
' have the same outcome; but one or two^individuals within the group 
could have a very sad outcome, indeed, and one that was preventable. 

In closing I will reiterate my position, namely, that it is impossi- 
ble to do clinical investigation without putting pepple at some risk. 
In many instances the risk is an unknown one, and in many instances the 
risk -can be cut down. Nevertheless, it is impossible to do investiga- 
tions without putting some people at some^'risk. 

Who is to make the decisions on those risks? I have written my 
position on this elsewhere, and I will simply state it briefly here. 
,lji the first place, much can be taken care of simply by interchange 
between the investigator and the subject. I quite agree^ that informed 
consent is somet^^in^ that is grossly manipulatable. But as long as 
thpue IS b reasonable understanding" back and forth on ^many of these 
questions, ^^he degree of risk is not such that it is asking too much ^ 
for th-e patibnt to assume, presuming they know what they are doing. 
• Hoyevey, theT?e come%times when the decision is much more than that. ^ 
\ ' AVhenever in our soqiet.y Ue make a decision that could harm an indi- 
vidual, we try to ins«titutionalize it. We set up draft boards. We have 
judicial procedures. IVe have trial by jury. .My position is that we 
have not yet arrived at that point in our society in regar* to the use 
of human -subjects* in experimentation and research. Nor is there, so far 
* as I can see, any foreseeable way in which we can. The various 
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mechanisms we do hav^, the huiHan experimentation committees and all the ' 
rest, rethink are fine. They serve to maintain this climate 'of openness- 
and these chal\enKes for the*'investigator . But we have not , insti^tutida- 
alized any way in which we can say that it is proper for an investigator 
to go ahead and study a given question. Yet, there are 'thirties when it' ' 
simp'ly has to.be done and that an inves»tigator \.ill put /other pegple *at ' 
risk. However much one may surround those times \.^th climates* of open- 
ness' and with challenges, and I ^think this should be' tbe case, however 
much one may quite properly invoke the trust that Is the wonderful thipg . 
between the physician and his patient in its finest moments, there is. . . 
no one who can relieve the investigator from assuming, thai responsibU- • 
ity and making the decision ro put another person at risk. 



INQUIRY ^ND CONWENTARY 



FREDERICK ROBBINS: Our three spea-kers -abe now available to you to ^nswef* 
questions, to clarify, and th^y also are', quite ^ free to communicate ' 
among -themselves in regard to some of the Issues that they have 
discussed. ' . • ' ^ . ' . 

I would like to take- the prerogative of asking the first- question 
by requesting Dr. 'McDennott io elaborate, a bit further on clinical- 
trials. I woula likje him to comment *on. the value of es'tabli^ing 
the validity of something^ by clinical trial in a cost, effective soVt 
of a way, as 6pposed to not, establishing its validity. Xet u^ take ' 

. tonsil and adenoidectomy as an'example. This has, -to my knowledge, 
never been subjec^ted to 'a true clinical tfial. WouW you estima'te 
what the cost of f hat; might have heen? ' ^ - - ^ 

McDERMOTT: You are dealing- with the illusion of a' rational world/ '^I'f 
that particular procedure"^ j;iad been validated by c linical .trial', in- 
numerable lives would havcJ bepn saved^. - ' Psychi*atrist^ can tell, us 
aU the wonderful nonconsequences from the early childhood trauma of 
the proced<ire, and so forth, yet 'no clinical tria-l was done. * But 
the procedure is now discarded-. 'That ^ is, the conventional wisdom,', 
at lort!g la^t, h^s gotten rid of it. ^ ' - 

/ftOBBINS: Can you document that statement? * ^ ' ' . - * 

McDHRMOrr: I think y^ can if. you look through the textbooks, different ' 
editions of textbooks.' If y6u look at pediatrics textbooks . ■ 

ROBBINGS: I am not ^talkin^ about textbooks., I am askiijg about^ what goes 
on in hospitals. • . ' . 

McDERMOTT: Well, let me answer the questi(5n thi$ way. 'you ^sked me to 
el^borat? on-cliniral trials. ' Specifically, yojx cannot Subject a 
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^ procetiure fo fandoni selection. at' *the mi)nent orits inception. ^ The 
inoinen't's^omefiody gets an idea ^bbut tonsil lectpoy, or.lih« moment, some - 
l)bdy, introduces'a nev drug, 'one cannot, at that point, ^ubjectthe 
procedure to nrandom selection an<f clinical YriaU-i One has to ^ti 
.some information about 'it and -fome 'feel for it before ihere -is ^ 
' ' enough/ experience to put it out ,cfn a *cli?i^pal trial, " • • 

• Now, in the \^lcy process <^ obtaining thctt infofia^tioi^s* ^he people 
who'ar? doing it^g^ some feel /for the validity of 'the procedure^ 
^.they get a conviction,, .they bilieve^that vhat they are doing is 
effective, an^.this, belref spreads to otfier physicians.^ — So by t^e 
time you^are read^-' for, the clinifcal trial, 'and df what you are ex- 
' per ii^^n ting with is ^ very pt5werful and effective .agent for some . 

* v'very series ^risk , physicians arc not willing to put to a random pro- 

cess the chodce as^ to whfether their patient does or does not get- 
i nt erven 1 109,^ becalise' f)^*mow^ t^y, have come to believe in it. Thete- 
'"fore^, you*c'an onl^ ^t out ^to plinical triajs^ those , questions about 
" / uhich IhTge hlofcfs o&the profession li^ve pretty well made up their 
. ^minds or, r&ther .jjn import an£^ questions- about which people H'ave not, 

* ©adf their minds . . - ' j ^ ^ 

:i The tonsillectomy, is a splendid* example of th^ type of inferverf- 
tion t*h^t\ gets', intb. our -armajnentarium and stays there against most * 
people's belief in it^ validity. ..The tettbooks certainly state t^at 

\ it^is i)ot vafcd. If j^ou»think tha-t doing a clinical trial would 
.take ' ip ^out of Jbus'iile'Ss , well and good. It., would certainly be 
stopped when ^octors -arecio 'l9nger teimbursed* for the procedure by 
heafth *ln.surancB .or Social Sigcarity. 

/ •> A . . ' \ * , 

HOWARD HrATT:'*I api Dean of, the 'Harvard SdhoOl of Public Health.^ I woujd 

*rike to. ^ddre^s a question to Dr. Mpore. He expressed concern for 
. ,inci:e,»sing federal intervention in the process of medical 'care. I 
♦ think *that' it. is a concern that all of us who h^ve been involved in 

^patient care ^and Viuman e'xpepim^tatio'i). share. On the other hand, an 
^/^roused American public and' Congress many ye^rs ago felt constrained' 
^,.to p$s6 a set ot laws that ^re^ted a Food and Drug Adminirstration 
to regulate ''the *use of dru^s.* I wonder what suggestions Dr. Moore . 
nugTit offer with-resp^ct to- similar controls . for 'the 'use of medical 
procedures and sui'gical procedures, such 'as tonsillectomy. DesjHte 

* . a' general consensus op the part of physicians ,• as you have just ex- 

* * {ii-essed. Dr. McQermott^ and I^ think Dr. Robbins, agrees, a miUio" 
' 'Jonsiilecfomies* were carried ou€ do the^ Unifed -States last year. 

, tir, 'Moof<9;jCan cite many mere/than I can^ innumerable procedures that' 
•have come into the culture 'tHat have been carried out in^ large 
"OiiHibers only to have beon abandoned. Everybody comments about the 
-fy^cedu^e *called "gastric freezing" for ul.cer disease that becam€ 

'-popular in the earlyll960s, knd. it finally disa^eared. " It disap- 
j[)e*axed not becausje^ a better procedure has come along for the treat- 
ment ulcejr disease that would have been quite appropri'gfe 

-^but because it has been shown to be without merit. But that occurred 
aniy^ after several thousands of people had been subjected tO^the 



• . procedure at a considerable- T?conomic cqst and an even greater huiu^an • 

cost..* You can cite large numbers oT procedures that can be described 
in similar terras. the pi^eseQt tinJe we know thai sweeping the 
country is the coronary 'artery' bypass graft procedure for coronary * 
artery disease, and while that raky have a place -- ' 

ROB'BIS'S: Of. Sabin and i don't want to exarnino that too carefuliy, since 
♦ we^ are both r'ecip'ients . * 

HrATT: \'ou have anticipated mv saying ^at while there are defenders, 
3nd defenders for good reason of the procedure in sQme patients, .it 

^. certainly has not Extended beyond the area in which i-t'ceuld be ' 
called an experiment. And yet its price has'yet to be established 
in preci's^ ways. We are not doing what might be tenfled a pilot ex- • 
perimdnts We are doing* thi'S procedure on literally tens of thousands 
of people -- again at 'enormous economic and human cost -- a^id we have 
no regulatory procedure that permits us to- plac? this operation in' 
its rightful roletb^fore it then becomes as widespread as it should 
be or as it should not be. . * \ * 

Dr. Moore, I sh^re your view that we want as little^ in the way ' 
of intervention as .is necessary that might interfere \fith the rela- 

^ tionship of the physician an^ his or her patient in th^ proper 

, ,adyance of medical knowledge.* But surely unless^ Some kind o/ regula- 
tion is introduced, we are going to ffhd it introduced from the out- * 
* siSe. -ClearJy the membership of this meeting denotes tjie fact that 

• .medicine *no longer b;elongs to the physician alone. It is the area * 
' "^that belpngs *to al l. of science. What TOecl\anisms can the physician, 

the. clin;ca4, investigator, the professor of surgery, 'the professor 
..of medicine, society in general take that will correct Some of *theSe 
inequities withput introducing tbe unwarranted int.erference that you, 
rightfill ly, are concerned about?.' 

MOORE: In th^ first p51ace, I drd not say that I was* opposed to federal 
intervention in any aspect of medicine, although generally I think 
it should be examined closely. What \ said was tha.t these difficult 
problems of the ethical aspects of experimental wor)^*in people can- 
not be "settled by some'^ort of federal fiat,* They could^ot be 
settled' by state fiat or county fiat or city fiat or village fiat. 
Tou cannot do this sort of thing by governmental edict.. We have to 
rely on the d'dveiopment of an open society, on institutions that 
kTiow how to-do,.tKese things /rightfully and safely. The federai area 
already is" deeply in this field- through a 1 imitation jDn funding <3f 
' $11 H* grants unless certain human-use procedures ar^e gone through. I '* 
lilced Dr. McDermott * s, statement that is' pret^ty muth all* right the 
way Lt.is, that it challenges thp'investi^ator t6 say what he is doing 
and 'it favors openness^ Openness and young people are the two great - 
saviors we have. So I would answer Dr. Hiatt*s question by saying 
^.that I doii*t think that the federal government shpuld try tiO settle 
» something .^iJ;^ this. .with a single rufe or law. You just cannot do it. 
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Now I would like to backtrack a IHtle bir. It always interei^^,. 
me the way; physicians bring<^p surgical operations-^ So I wiH*\a^- 
the liberty of asking about*" the use of tfte new oral hypiQ^lyceraic ^ «, ^ 

agents, which are widely used without ^eal ly siuch knowledge of bow 
,* they do. Mow about the potent new digitalis drugs? ^How about 
.propanolol? This using- of new things on people is not wholly con- - ,^ . ' 
fined to surgical ^j/erations; they are, part of the whole fabfic oi 
medicine. A forum '^iike this is an appropriate place to bring out 
this point. And again I would challenge Dr. Hiatt. •He really Ls 
believing m the illusion of _a r_a xional society if he believes that 
al'^ the soft and difficult areas in that huge fi-o4rd— can .be controlled, 
by governmental fiat. 

Finally, 1 would, like to coiiunen_t__about tonsillectomy. We have . ' ^ 
just finished a massive study of sur^gxj:— ift-^hrs country, and tcffTSfi-/ , . 
lectomy is still done in huge numbers. .My own feel.ing is thaj^^rt— rs 
, unnecessary and unwise. But we are going to see it disappear, jDst 
' the way radiation of little babies for so-called ^'enlargement of the 
"thymus** disappeared. And it is going to disappear by .the jripple . , 
effect. Dr. Robbins Has challenged us to show by hospital records 
that tonsillectomy is on the wan^T He will find the answer if he 
f will, look at his own major teaching Viospital ENT service as we loiDked* 
at the Massachusetts Eye and Ear Infirmary. There we found that they 
'are doing about 5 percent of whaft they used to; and when those resi- 
^ debits get out, I think we will see the disappearance of this blight. 
A It" is also interesting in regard to coronary artery bypass 
s.urgery -- and I rec^mm6nd to all of you the recent readings spon- 
sored by Dr. Ing'^finger in the New England Journal of yjediaine -- 
tl\at ifi qrder to do a controlled clinical trial on that' procedure 
we really have got to bite an awfully har^^ullet, because you would 
haVe^to do an open thoracotomy and dl ^sep romy before you reaMy knew*, 
where you were with it, and that is going to be rough stuff. 

• JOAN , GOLDSTEIN : I am the National Coordinator for the Women*? Health 
Task Force for the National Organization for Women. My question is- 
for^Dr. Ntoore. 

* ^ You gave as illustrations of persons who volunteered happily for 
medical experimentation those who were cri^ticalJ_y__or seriously ill, 

* ** those, for whom there was no hope. You did n(fr include or mention 
in*tljat group^personS.who were no*t,ill but who by other sources are 

* drawn *'in as subjects in medical experimentation, I think there is . 
a ^ne.ed to add to that list persons whom it is decided are eligible 
to medically, experimented upon. , 
• TiieQ. .there was your illustration from the Warsaw Ghetto of the 
' physicians who documented the starvation experience of their fellow 
sufferers. I believe you were>making a mild point when you said * * 
that if ^he victim documents the^i^timization then il is a "morally 
acceptable point of vipw; that is, i^it were Jewish d6ct6rs'who were 
documentiipg Jewish starvation then it is a moraUy acceptabie point. 
V think wh^t' you are raising in my mind,* anyway, is thaj: the cojtcej^t 
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' of informed consent is not clearly defined or has riot ^been (defined 
clearly enough so that We can deal with the issue at this Forum. -I - 
would hope *that it would be the point of this conference to have a 
clear definition of the concept pf informed consent artd its ability 
to be» appli^ed and also -monitored. Therefore, I am asking you, 
Dr. Moore, what do you instruct persons working with you in surgery 

• or as surgeons of what is informed consent? How do ^'ou teach 'that 
concept? How* do you define it, and how is it applied? 

MOORE: I think you have three ^incs^ in theig^that I will try to dissect 
out. One of them had to do wi tl\persons^nat were not subject to 
e;cperiment but were also involved' w'ith it. I am not really sure I 
knov what you mean. But sinc6 yoiJ speak especially from the women's 
point af view,^ I will bring out the fact that we currently have in ' ' 
the world today the most gigantic human experimentation ever under- 
taken: the wide dissemination of orp^ contraceptive medication, which 
is not yet well understood and wWxh is being used on a vast scale. ' 
The people who are taking those pills are women. So that is some- 
thing we should bear in mind. » 

Secondly, as to informed consent, it is a contradiction in terms 
because it is an experiment into the unknown. No one can inform 
ydu a^ to the resuJts. There is another position, and that is- that 
the person involveoyshould have th^'very areas of uncertainty and 
ignorance explained ra him or her. .This, of course, should be done.tr 
In answer to the recent question, this is what we tried to do, and 
I think I was merely trying to call attention^to the fact that the 
term infomed consent is a kind of a trap. What we really mean is 
full explanation and a normal, relaxed human exchange between the ^ 
so-called expert and the so-called subject. 

ALBERT SABIN: I have set down three' points in Dr. f4oDre*s.very admirable' 
♦address. Two of them have already been raised. First of all, I will- 

* address myself to the interpretation of fapt , and *I would not have 
raised this point about .the ultimate significance of experiments 
with human fetal tissue in the development of th6 polio vaccination 
if the same point he made were not made in precisely^'the s^e way in 
an editorial this morning in the Washington Post ^and if I had not 
been receiving innumerable letters. 

IVhen Elt. Enders referred 'to this in his Nobel address, ^he indi- 
cated that about forty years ago I had done such experiments,* and 
then some years later they did something in the laboratory there. 
I would lik6 to siy" that I wish I ha^ never ^don-e, that experiment. 
It was an absolute blirid alley. I u!^ed the wrong strain, which made 
it impossible '^o progress and actuMly was a blockade to knowledge. ♦ 
h think the'ultxmate development of polio vlccine rested on other 
things, and especially the admirable dev|lopment of the new tissue 
culture techniques by%Enders and Ifeller and 'Robbins, abou^ which 
/there is no pgument. 4 * . 
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But I do wish to still' say something about federal regulations, 
even though this has already been discussed very fulLy by Dr^ Hiatt, 
5^ Dr. Moore has a wonderful way^of resolving 'things , and perhaps he 
will resolve a little more his statement tliat it is not always nec- 
essary to solve problems, by federal regulations. I find the key word 
here to be alvays. But then he went on to say that laws cannot 
entirely protect against evil people. That is also true, but we must 
ask what is the alternative? Is it no laws at all, or is it the best 
laws we can devi5e? And therefore, I would ask Dr. ^k)ore to indicate 
whether or not the issue really is federal, regulation or no federal 
regulation -- and let us substitute national for federal^ which is 
* already a kind of dirty word and further ask him whether it is - 
not an issue of what kind of national regulation is prudent and what 
is not prudent? Ultimately we have toget down to concrete facts, 
and fwould like to hear Dr. Moore cojnment on that. 

ROBBINS: I would like to simply comment on your factual statement, which 
I disagree with to^ some extent. But I woUld discuss this with you 
at a later time, because Dr. Moore i-s going to have to leave. 

SABIN: On that -one thing I don't want to be misunderstood. I could make 
up a list of things that. are needed for progress and fetal tissues 
are of absolute importance for further progress --'but I would like 
to base it on a more reliable foundaticJn thail the one like the polio 
vaccine. * 

?WRE: I think that for me to discuss the us^ of fetal tissue in the 
presence of Dr. Sabin and Dr. Robbins would be the height of ridicu- 
lousness. I would only say,f Dr. 'Robbins, that you cannot get out of 
it that easily. I think Dr. Sdbln has just said tfie thing' that 
needed to be said: that is, while one may have a variation in inter- 
pretation as to the particularly critical nature of the use of human 
fetal tissue and the history of Dr. Enders' work, nonetheless, the 
importance of being able to use it for certain things, of course, 
is unquestioned. 

Now, to go on to the other point. I agree with Dr. Sabin's . 
modification that some sort of national guidelines or national state- 
ment or national push towards challenge and openness is appropriate. 
The only thing I am trying to avoid, again, is what I perceive oF as 
an American tendency to. identify a problem and then to become over- 
specific and overregulatory. with it, putting the society in a very 
difficult situation. Dr. McDenjiott put it very well in saying that 

* ' this is a very complicated problem and not one that is reradily given 
to simplistic federal solutions. Do you want to comment some more 
on that? ^ ^ ; 

McDERMOTT: I would like* to say just one thing, namely, we have been 
talking in terms of legislative enactments or administrative agency 
decisions! There are other aspects of society's laws here, and one 
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of them is the concept of due care in case law. We have distin- 
guished members of the bar in the audience who know far more about 
this than i do. But I simply point this out as one other mechanism 
that society has to establish some of the safeguards that Dr. Thomas 
was taUing about in the beginning safeguards, I think, that every 
person who looks at the situation believes we should-'have. 

SAMUEL GOROVITZ: I am Professor and Chairman of the Department of 

Philosophy at the University of Maryland. It seems to me that there 
are two assumptions that have pervaded the discussion thus far. 
Both of them I find quite congenial. The first is that medical* re- 
search has some very good consequences, and the second is that 
federal :j:egulation potentially threatens to constrain medical re- 
search in a most unwelcome way. 

I think both of those points are true and important. I enjoyed 
very much Dr. Moore*s historical remarks; It does seem to me, how- 
ever, that they are primariiy a "history of the benefits and successes 
of experimentation in medicine rather than a history of experimenta- 
tion in medicine. I think we are all aware that there have been 
rather serious abuses of the privilege of experimentation, and those 
abuses have ijivolved the imposition of a variety of rJsks on the su6- 
jects of those experimentations. Dr. McDermott gave us what I view 
as an important but incomplete cataloging of those risks. It seems 
to me there are many kinds of "risks -that his catalog excludes. I 
would like to step back for a minute and ask why a forum like this 

i is taking place? ' - . 

I think the reason that it is timely and important for an event 
such as this to take place is that the view of^ the brisks and bene- 
fits of medical research that has currency within medical practice 
and medical research -- and, I should say, even the spectrum of 
views that have currency within medical practice and medical 
research s^tand quite apart from certain -.kinds of views that have 
currency outside the medical world. There are people who view medi- 
cal research as predominantly unsavory and not as predominantly 
beneficial. " 

There are people who view the risks as having a magnitude that 
in general overrides what they see as the benefits. I think some 
of those critics of the research establishment have a nostalgia for 
a past that never existed, and they would be much benefited by hear- 
ing some of the history of the successes of medical research. But 
they focus on a different aspect of that history, that is, the abuses 
and in some instances the egregious and indefensible abuses. They- 
see federal regulation in a detailed and comprehensive form as nec- 
essary to protect against risks of the four kinds that we have been 
told about aod risks of other kinds as well, not just risks of 
physical injury but risks of psychological damage, of the overriding 
Cf. personal autonomy, of being victimized by unethical practices 

» even -in the absence of ohysical damage. 
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I believe it is important for the scientific community, if it is 
effectively to succeed in its attempt to retain the privilege of 
being the primary source of its own control and regulation, to ex- 
hibit clearly a sensitivity to and understanding of the motivations 
that prompt the press for externaj regulations. If we are to 
successfully constrain the increase oF federal controls, I think we 
have to exhibit a better understanding of its origins, or at least 
of the origins of the motivation that gives rise to it. > That moti- 
vation arises out of a broader perception of the risks that are at 
issue. 

I wonder th'en if we could not to some extent broaden the context 
of our inquiry by focusing a bit more explicity some attention on 
what happens on the darker side of the history of experimentation 
and by lookirtg somewhat more explicity not at the glories, which I 
take it we all are willing to acknowledge, but at the horrors. In 
this way we might come to an understanding of why ^it is that widely 
abroad in the land there is public concern that people involved in 
medical and clinical research ought not to be allowed to continue to 
do what they have done in the past. 

I address these remarks to anyone who cares to respond. 

/ 

LEWIS THOMAS: I am not sure what ^me examples of this darker side would 
be. How general are they? How widely can we extrapolate from them? 
Is it the habit of cl inical . research in this country to be living on 
this dark and unperceived side, or are these exceptional? Could you 
give us a few examples of what you have in mind? 

GOROVITZ: I think there is one mistake in the response that you have 
just made in your question, and that is the, suggestion that it is' 
critically important how widespread these darker, unperceived sides 
of research "are. The point I am'trying to malce is. precisely that 
it is perceived more broadly than its occurrence would warrant. All 
you need is one Willowbrook, one Tuskegge, one instance of dramatic 
front-page stuff, and you have a ground swell of reaction across 
the nation. One report on research with fetal heads, and this is 
what to the body p'ol itic medical research is about. 

Now, i't may be tfhat the horror stories constitute what, from the 
inside, is a sfati stical ly insigni ficar\t percentage of medical re- 
search. It is precisely that point, it seems to nfev tffat leads to 
a distorted perception on the part of medical researchers of what 
the problem is. The problem is that the perspective that the public 
has of medical research is not ^a perspective from the, inside. It is 
not a perspective that perceives the occasional abuse in the context 
of a broad pattern 6f success undertaken, in the context of inte^ity. 
Ratker the public view, to an increasing extent, I believe, is to 
extrapolate from the abuses and to characterize the whole thereby. 
The proper address to that,^ it seems to me, cannot be simply to say, 
^'Those abuses are too insignificant for us' to take seriously,'* 
because it; just won't wash. 
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MOORE: I would just like to say that I absolutely agree with 

Mr. Gorovitz. I think that we do have a tendency to look at the 
good side x>f this. In my little talk I mentioned briefly'the 
Krebiozen business as being a very dark chapter. But I think the 
roost important message he has given us is one that we can apply to 
many things. We have to Aanderstand how other people perceive us, 
iShenever we are speaking of medicine and medical research, in order • 
to understand how we can help assist in .understanding and communica- 
Mon. One of the' things that we have tried to do is to analyze thcr^ 
•ftttictional anatomy of successful, or what we might perceive of as 
etfric^lly acceptable human experimentation. It might be quite worth- 
while tof^gfther together some of these very sad chapters ' that 
Mr. Gorovitz has mentioned and then try to dissect the anatomy of 
those particular episodes to see what happened, to see some of these 
fhings having to do with'the man, the institution, the question of 
openness, ego drive, and scientific rivalry. If we* would begin to 
see* them on the other si'de, I think that would be an interesting 
exercise tx> undertake. 

McDERMOTT: I see no way out of this. O^e it had ieen shown that re- • 
search with human subjects produced information of use for mankind 
in general for example, once it was possible to drive yellow fever 
out of the cities of the Americas and build tfie Panama Canal it 
was clear that society has a stake in doing such research. • 

The dark side, as far as I can see arid I think I probably know 
many chapters in it is one human being putting another human being 
at risk. Although my contention is that you cannot do one without 
the other, you can do a lot to help, to ameliorate. You can chal- ^ 
lenge people to ask if a question or an experiment is really neces- 
sary. But having done that, there remain, times whea somebody simply ^ 
has to put somebody at risk if the societal rights, if you- will, are 
to have the results of useful research that will come through. Now, 
I don*t see any way to institutionalize that type of^problem. I r 
regard it as a great moral dilemma. 

w 

ALBERT MORACZEWSKI: I am from the Pope John XXIII Medical Moral Research 
and Ikiucatioji Centefr in St. Louis, Missouri. I was glad that 
Dr-- Hoore.had the opportunity to expand his remark about informed 
consent, because I was concerned about his earlier interpretation. 
" I wouldflikb to' focus specifically on*tKis: What precisely is 
the relationship between th^ experimenter and the experimentee or 
the physician and the subject? How does the physician view thi^ 
relationship? * Doe5 he see it as one of parent to child, teacher to 
student, .master to ^disciple, or as one of partners in a cooperative 
venture? I think this attitude, the one that each investigator must 
clarify for himself, will determine the way he approaches inforriied 
consent. IVhen th^re are la'Vge numbers of subjects there is the 
danger of passing them routinely and of fcfrgetting the human dignity 
'of each subject, regardless of his intelligence, his background, his 
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class, age, or his condition. If the investigator approaches each 
indj^^idual subject as a comvestigator in a^ project, then I feel 
some of , the abuses may be reduced because the basic correct attitude 
of respect for- the other would be present. I. would then ask the 
\ ^anel if they wish to agree or disagree, or if they would accept 
%^ this idea of seeing the subject as coexperimenter . ^ . 

ROBBINS: Are there comments from the panel? I thinfv we find this an ' 
acceptable point of \iew.^ 

MOORE: I think it is a very acceptable point of view, and you will see 
many articles in the literature in which the subjects are coauthors. 
The spiritual poitit you have made is a very, very important one. 
There are times when communications are difficult, and it is not 
always possible to enlist large numbers of cohorts into such a 
relationship. But if an investigator has that degree of human re- 
spect for the relationship, it certainly helprs. 

H.^HUGH FUDENBERG: I would like to make one comment and ask a question. 
Dr. Gorovitz fc^ised the questipn to which the panel responded in 
part. I gat^K he was suggesting that in order for biomedical re- 
search to pr^^ed with' minimal delay that it would be adequate to 
require really informed consent not^only of subjects but also of 
the American public. I think both scientists and science writers 
h^ive been remiss in not educating the American public as to how bio- 
medical research is performed ^nd in highlighting only those few 
abuses with whichi we are all familiar. Jn case any of you are 
interested, there i§ a new organization called the Biological Alli- 
ance that is dedicated to writing articles an how*sucH work is done 
for one hundred newspapers throughout the country. One reason we 
are here is to interview the big ones personally. But the thing of 
such proportions for those ,of you who are not^^hysicians has othep- 
aspects. In most university hospitals it is pot possible to take 
excess urine that is discarded after urinalysis or the excess few 
drops of blood discarded after blood is drawn for a .blood test and 
use them to work-out some new test^ that could then be standardized 
o for a new diagnosis of disease without getting the written consent 
.of the person involved. I think this is perhaps being carried to 
illogical extremes of 'informed consent. Perhaps educating th'e 
American public will be of help. * * 

Now, my specific question is addressed to both Dr. Thomas and *. 
Dr. flcDermott. You, have indicated that there are two kinds of risks 
essentially that the patient runs, sins of commission and si*ns of 
omission. For^'the sins of omission, you mentioned npt giving, for 
example, sulfonamide and giving penicillin instead!' Nowadays we 
need informed consent for that. / 

Let us take the example of the choice of a physician not to do-a^ 
tonsillectomy urider conditions when the textbook K:alls for it or 
not to radiate the thymus of an infant when the thymus was enlarged. 



I would think that that typ^ of "sin'' of omission could be incurred 
at times and very \%ell disregarded by the entire medical community 
and the entire populace unless a lawsuit might arise from such a 
sin of omission by someone who was ill-informed. I sb sure that 
new examples of this will arise in the next several years. Standard 
procedures will be discarded by someone without getting a human 
experimentation consent form. My question to you, Or. McDermott, 
is how would you answer that? 

My question to Dr. Thomas ^ecifically is: Do you think that 
taking out the tonsils and adenoids in view of the recent literatuye 
might create cancer some twenty or twenty- five years down the road. 
If so, hou do we keep^xecords of things that* might have very late 
masses of patients if they are done and are accepted procedures? 

McDEHMOTT: As to the first man to challenge the conventional wisdom of 
a procedure, I think that represents one of the reasons why it is 
important and very much in society's interest that experimentation 
be permitted. We must have the ability to challenge the conventional 
wisdom. I think that we must not forget that there is a whole web* 
of mechanisms here involved. There are not only the ones recently ' 
set up, hospital committees and the rest. There are malpractice 
decisions. There is some legislation. There is the question of due 
care in case law. There is a whole web of things here that can 
serve to regulate and keep some balance in such a type of thing. 

As far as the first man to not radiate the thymus is concerned, 
I would point out what I. said earlier about random selection. Many 
of the things that have gotten into our present practice '^nd are 
not getting out of it were brought into it by chance-selected trials, 
anticoagulants and myocardial infarction, if you will. I mean they 
* now haVe to be brought outvof it again. But what we* must have is 
the ability to challenge the conventional wisdom and discard t^er- 
apies of no importance. Insofar as tonsillectomy is concerned if 
I could drean up an experiment, a chance trial' with indicators of 
measurement here, I would do that. ' I would be all for it. 

THOMAS; I want only to say that these are not new problems for medi\ine 
suppose we have had variants of the tonsillectomy issue stretching 
back through all the millennia of our existence bleeding, cupping, 
and purging being only part of it. We' do acquire' habits thatt we 
institutionalize, and they are very hard to shake off. It would be 
my hope that now in these decades we could get into this sort of , , 
thing and perhaps then get out rather more directly, using more 
scientific methods than we have used in the past. One senses that 
hazards lie ahead of us and that they have got to be looked out for. 

I would just add to the anticoagulant coronary problems .that ^ 
Dr. McDermott* mentioned. During the period when anticoagulants were 
very widely and universally in use for this disease, they did cause 
problems of malpracticp and lawsuits and the like. We are now 
engaged in discussions as to whether to apply antihypertensive 
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therapy to all detectable hv-pertensives in our society, all the 
millions of thenj* I am not sure that any of us has foreseen either 
the bene'fits or the na:ards of that, and this is going to have to be 
sorted thi^ough. 

The tonsillectomy in our study becaae a rite of passage. It 
occurs to ne that at the other** end of life the coronary bv'pass sur- 
gery is another rite of passage, fortunately not passage -in the 
direction that some of us had anticipated. 

It must be said that there is a certain aiBOunt of fecklessness 
involved in these muddled experiences in which we find ourselves.* 
There-jare >ays of doing those things better. I would not object to 
regulAion^ at a federal level in the sources from \.hich the funds 
deri\e, either for paying for patient care or for paying for the 
research. They would continue to come, as they have been coming, 
out of HEW. I don't find any of them too egregious to live with. 
•I would hate to see them bureaucratized and made something as com- 
plex and Byzantine as the regulations that have existed in past 
decades in FDA. This, it seems to me, would pose the almost certain 
hazard of having clinical research grind to a stan^istiljl in this 
country. We uould only move forward \shen everyone was so ppssessed 
of a con\iction of absolute certainty that the research itself \^ould 
be uninteresting and probably not very important to do. But I think 
that the problem that we face* fr6m here on out -- the one that 



tion, and I am sure my colleagues have no intention, of trying to 
sweep it away or pretend that it does not exist. It does exist. It 
is an occasion for your heart to sink every time you think about it. 

If regulations are necessary in order to provide the public with 
a condition where this sort of thing is not going to happen, I, for 
one, would not be opposed to it. 

WILLARD GA^YLIN: I would like to return to a line of cfuestioning , one 
stgrted by Dr. Hiatt and Dr. Sabin, and continued by Professor 
Gorovitz, because I don't think it was addressed adequately. 

Dr. ^loore started us off with a cultural history of experimenta- 
tion that was inspirational in quality and the kind that drove me to' 
apply to medical school. On getting into medical school, I met 
Carl diggers, a professor of physiology who notified us that medical 
intervention had probably cost mor^ lives than it had saved. Well, 
I am not sure. I 'would have to leave it to your documentation 
committ-e whether that statement was accurate in 1947 when Dr. 
Wiggers made it.-. If there were more time I would ask Dr. Moore 
to spend ten minutes to balance his hadf hour by discussing those 
areas of medical experimentation that were either self-indulgent, 
insensitive, costly af human valuse, reducing of human dignity, 
or nonpurppsive.^ 

I would' point to some o'f the recent work of Henry Beecher, who is 
dealing with those institutioi^ with wffich Dr, Moorfe has a firsthand 
familiarity, and I am sure his kn'owledee of history goes beyond' the^e 
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njore^current days. Then I \^ould like to ask th^ speakers as a group, 
granting the fact that gpvernjr»^nt inter\ention can be hanafuU^ \%here • 
they would see soae regulation 'of experimentation necessary. I 
would like each member to 'direct himself to where he feels the want 
of 'some regulation, if at all, and if not at all, I \%ould like to 
hear that , too. 

ROBBISS: I think .the question you asked Dr. Moore in regard to the 
abuses is similar to one he was asked before. I will take a brief 
crack at that, because th.ere is the classical series of horror 
stories, some of uhich are true horror stones. - I suppose the one 
that has been nast -widely quoted \^as the sv-philis experiment from 
Tuskegee . One can go back in history and identify many others. 
But I also u-ould like to point out that some of the so-called horror 
stories that are ingrained in the conventional -^i^dom of people who 
talk about these things are not necessarily horror stories. Although 
they are horror stones to some, and not horror, stones to others,* 
one will hear the litany. Ihe VNillo\^bro6k experiments appear ui nost 
presentations on the subject ,of abuses. But yet one can find ratio- 
nal people., moral and ethical people who w^ill support those experi- 
-ments; and you will find moral and ethical people who will not. It 

is Mt a clearcut horror story. 
^ I think there are many other abuses, some- of which /all in the 

area of the kinds of surgery for changing people, such as lobotomies 
' and things of this sort. I suspect in many instances these are quite 
unchallengeable horror stories. But I think there is a tendency, 
once somebody has challenged an experiment, to ingrain the story in 
the conventional .wisdom and to simply repeat it.^ It almost comes 
into the range of gossip, and I think that that-is a very unf-Ortunate 
matter. 

There is not time to enter into this topic in great detail, but 
I would like now to let each of the panelists make a closing state- 
ment addressing what has come up here. 

McDERMOTT: I would simply like to close by stating, as I have before, 
that the risks involved are of every kind that any sort* of a medical 
in/tervention. can take. The dark side basically has to do with the 
fact that one person put another person into risk. How we meet the 
societal needs and still protect a certain amount of the individual's 
rights is something that is not clear to me. I say ''certain amount 
of the individual's rights," because any other way of doing it is to 
take the position that the social good is the sum of all individual 
'goods, \and I simply do not think that proposition can stand up. It 
particularly cannot stand up 4" terms of what has been accomplished 
with society by research. 

. I became very interested, as all of us have in this business, in 
looking into the various writings, and particularly the Social 
Contract of Jean Jacques Rou5s^u,^who certainly studied the 
questions of individual rights versus social rights. I discovered 
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that he had intended to write a large textbook on this subje(5t and 4 
that he had to settle for the intital essay because he could nor , 
figure his way out. * 4 

THO?»iAS: It has been my owti experience in the last several yea/s that 
the committees now mandated to exist within 'hospital centers for the 
review of all aspects of human experimentation seem to work very* ■ ^ 
well in the environment that I am familiar witji. This rs not enough, 
I an sure, to satisfy all critics, but it needs to be said that t^ie 
nec nanism works very well. One way of telling thgt it works very 
well is that the quality of the research is obviously being scruti- 
nized by more people within the institution qualified to do this. 
The institution, as an institution, now achieves responsibilities 
for all the research within its walls, which it was not aware of as 
a' responsibi 1 1 ty in the years before we drifted in this altogether 
desirable direction. I have no objection to seeing that, mandated 
and stipulated iii more regulations arid to have the .outcome be that, 
the institution would assume all kinds of responsibility for human 
experimentation within its walls. I would not have an;^ great objec- 
tion to having people 'representing the patient population at large 
taking an active role in this kind of committee work. , . 

^ '/ , * * 

McOERMOTT: Vou and i are licensed to practice medicin,e and supgery in ^ 

the state of New York. ^ *, * ' ? ' ; 

THOMAS: This is true! I have never ^taken out a tonsil in my life... 
McOERMOTT: You were prevented somehow. 

THOMAS: Yes. The second thing I wanted to say is simply to reiterate 
that I am not sure that there are very many issues with human experi- 
mentation confronting us today that I woyld re^gard' as very important 
for mankind's future. I don't think that^ there is that much very 
interesting crucial research going on at this moment. There will be, 
however, and I think we should^ preserve the possibility of clinical 
research .going oh for at least the next century. One by one the 
major diseases that worry mankind and that give us the trouble, that 
give us heart sink wjien we think about what goes on inside a hospital, 
these are going to. come down as we acquire more and more -understand- 
ing of underlying mechanisms. This means cancer and heart disease 
and stroke* and rheumatoid arthritis and even, as Oi;, Sabin remarked, 
schizophrenia. And I hope we can preserve the system, faulty as it 
may be, so that when the occasion arises for making a frontal ap- 
proach on, say, rheumatoid arthritis or schizophrenia^ we can do 
these things* and get the answers that I think then will turn out to 
be of great benefit to mankind at large..- 

DORIS HAIRE: T am President of the American Foundation for Maternal and 
Child Health. We have just^ done a national survey of state 
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^regulations regarding -the retention ajid preservati/m laedical 
'records. In the state of New^ork,**^ hospi^l .can throw away rocorrds 
art the end of si-x >;ear^. Nurses'* notes can be thfoW outsat 'the epd 
of the hospital sta)j. This i^ valuable information that researcHers 
should have, and J '*as stunned that S^v York wDul'd^allow this to be 

• ciestroye<L . ' 

MOORE: I 'would -jus^t like to take my tui'n on this closing bit to say 
that'my response to D^. •Gproyitz^ind- to Dr. Gaylin'i^ affirmative: 
we shouTd look. at tba't, Dr. Beecher.Js sitting fight there. * He 
"^help'ati us ^o Yhmk more c learJ^y ab6ut this* with' bis work .several 
yeai4 k^o. And there is a litl:4e, point there wh^re I disagree with 
dy, McDermo;t, in that 'l' thifik 'there is a dark side. There is a 
d&rk.side thit is more than just people putting someone else «risk, 
and I just mentioned bn^ or'^two egregious examp-les. I won/r go into 
' ' them any further. But there hav£ been others, Sych as the trenv^ndous 
wave of cardiac transplaritaf ions .^in 1968 and 1%9',' 'done without ade- 
qi/ate immunosuppression aj\d wj.thout adequate animal work. I think 
, ia each one of these things t-hatj^ i ^ would be profitable to analyze 
■'the anatomy^ of thosje dark fejfper'iences and try to r^^ind 'QUt why they 

• were that way. j • ' - ♦ * . ^ 

ROBBINS: Thank you very much. I apologize to 'anyone who di-^.not get a 
chance to speak this time^ "l hope you will later. ■ 
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This Acadeinv Foruin is based 6n the premise that the social, -legal, ' 
moral, and metaphysical issues associated with numan experimentatibn 
confront us with a series of complex dilemmas that are. neither easily 
.nor properly resolved by simple value affirmations. ^Re searc h with 
human beings that 'is at once -ethical* and feasible 5ius^~ be mindful" of the 
potential risks and benefits that it entails for -the individuals who ' 
are directly or ind'irectl/ irtvolved in the investigative *ptocess, and ^ 
'for the larger societal community to which they and all of us^. belong. 
Some kind of dynamic equilibrium between the, promises and perils of 
research^ and between individual and societal considerations should 
ideally be struck --an equilibrium that does not immoderately embolden 
investigators and their subjects, unduly fe*tte'r them, or rel-egate them 
to an -irresolute state of limbo. * I- am tempted'here to be, somewhat" * 
aphoristic and say th2lt ^t is far easier to ieconynend such a- -golden 
balance than it is'to attain it. . * , , ♦ * . . 

Within this general framework, the cases on which the Forum' {^agfam 
is^built focus on the relationship-between rig^orous ,and r^spojisi1)le re- 
search wit^ hpman sabjects , , the quality of their consent, and the equity 
of the way in which' experimental advantages ^nd risks are distributed 
among different individuals and groups. In these connections •we wilf 
be patticfularly ^concerned with the fetus and the child, the military, 
the pr^sonpr, and the p6or. The ident;ity of/the human *fetus, the imma- 
turity of the child,^ the captivity of the prisoner, the chain of command 
to which the soldier is subject, and the deprivation of. the poor all . ^ 
'raise question^ about whether their participation in research can be 
noncoercive, free of exploitation, knowledgeable, nfeanangf^ul , and fair. 

It has become almost a .truism to affirm that infdifined voluntary con- 
sent is central to the ethicality of all research conducted with human 
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5ubjccts. The litany-jike ring of statement i^^not only attrifju- 

'tablc to the essentiality of consent, but also to the frequency with 
vshich incantations to its' importance have been made in the growing 
number of organised discussions and publications dealing with the ethics, 
of hunan experimentation. Problems of distributive justice and equity 
are also being debated less frequently than problems of consent, ^ 
perhaps, and more in connection with the allocation o^ scarce resources 
in the delivery of medical care than with regard .to human 
experimentat ion . 

hliy IS so much concerned interest in these kinds of issues being 
expressed? ^In part, this seems to be a collectivd, cumulative reaction 
ti \ariou^ kinds of abuses that have occurred in research with human 

•subjects. Some diminution of generalized trust in the motivation, 
Lonnitmcnt, and competence of physicians appears to be involved here as 
uell, and with it a lesser willingness to accept claims to'at^onomy and 
self-regulation made by the medical profession. Awed apprehension 
about some of the biomedical prospects that loom before us"*is also con- 
tributing to this interest: actual 'and anticipated developments in 
genetic engineering; life-support systems; birth technology; population 
control; the implantation of human, animal, and artificial organs; and* 
the modification of lyiman thought and behavior. . ,t ' 

In a recent article^ I have suggestcui t>ftt the .preoccupation with 
human experimentation is part of a broader and-deeper societal concei*n 
with ethical and existential issues related to biomedical progress and 
tc^ the delivery of medical care. I*^ave also observed that some of the 
^ame questions of values, beliefs, and meaning that have been raised 
with respect to medical research and care are occurring in other domains 
of American society. I have hypothesized that thi^ convergence of jnoral 
and metaphysical themes may be, part of a ranufying process of social and' 
cultural change that is carrying American society towai'd a new stage of 
modernity, one in which we ai:e joining scientific-technical and 
religious-philosophical issues th^t we used to s,eparate. This rap^ 
prochement as graphically illustrated by the cases before us this ^ 
afternoon: biomedical , and behavioral research with the fetus and with 
the child. ' / 

However medical, legal, -or sociological our Starting point may be, 
somehow, in February of 1975, these considerations' wil 1 inexorably lead 
us to ponder ethical and existential questions as weir. What is life? 
When does it begin? What do we mean by viable life? When does a fetus> 
acquire "protectable humanity'*^ or personhood? IVho is the child? IVhat 
identity, rights, and obligations does a chiTd haveindependently of 

,his or her biological or social "'parents? Should the .balance of risks 
and benefits to which a child is subjected be an:?' different from that 
deemed appropriate for an adult? Is there any morally indubitable way 
in which proper consent for experimentation on fetuses or children can. 
be. obtained? From wh9m should such consent be sought? From the would- 
have-been mother and/or father of the fetus? From the parents of the ^ 
child? From^the ♦childTTTmseTf? From, a speci^al surrogate designafed^y 
the society to- represent hew life?. ^ ' . . • - ' ' 
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As our discussions unfold, I invite you to consider my hypothesis: 
that the raising of such moral and metaphysical questions at-a scien- 
tific forum like th-is one is part of a much larger happening, with . ' 
long-range implications for the fundamental val-ue -and belief structures 
of our society. 

If I may I would like to add a kind of postlude to those remarks 
that r have prepared, which grows out of my attentive appreciation of 
the remark^-Uiat were made this morning. It seemed to me that a common 

—thread that ran through the presentations was the wistful entreaty that 
strictly biomedical issues associated with human experimentation ought 
ideally to be kept distinct from ethical, legal, political, social, and 
what I have called existential phenomena that also accompany these 

• issues. 

My own perspective on this is that the current reality situation 
precludes the achievement of this goal, whose desirabili-ty I also ques- 
tion. The kinjj of sociologically aseptic conditions that have been 
.invoked do* not currently exist empirically. In fact, as I have sug- 
gested, biological, medical, sociolegal, sociopolitical, and inherently 
religious -quest iorf-^^-^e occurring in complex interactibn with one 
another. And a whole series of social actors, not only biologists and 
medical professionals, but also ethicists, theologians, clergymen, 
lawyers, judges, congressmen, politicians, social scientists, govern- 
ment agencies, and various organized and unorganized groups of citizens, 
including juries, are already active participants in this process. 

The problem then, it; seems to me, is not so much to deplore this, • 
but to deal adequately and creatively with it. Here we come to what ^ 
seems to me to be one of the overarching questions to which this Forum 
ought to address itself. Can this conjuncture of issues be competently 
handled in the name of the entire society by anyone or even by the 
congeries of existing institutional complexes, be they the biomedical 
community, the polity, the courts of our land, or our clergy and 
philosophers? Or do we need a newly invented kind of social mechanism 
to. deal with these issues? 

In concluding, I would like to cite the R^oe vs. Wade decision on the 
legality of abortion and th.e repercussions of that ^case in recent weeks. 
In that particular decision handed down by the Supreme Court, Associate 
Justice Blackmun, in sununarizing the aiajority opinion, indicated that he 
felt it wa3 unseemly for justices^*of a court to rule on the, question of 
when does li^e b^gin, arid tha-t We wjQuld have to wait upon ethi'cists, 
theologians, biologists, and the like for the answer' to that very complex 
anpd awesome ques't'j^on. Yet, it seems to me inescapably that 'in ruling " 
at all on 'abort lOiV, one does tackle covertly, *if not overtly, tfiat ques- 
tion, because in that particular decision, of course-, a ciistinct ion 
was made between tJie first and seccmd trimesters of pregnancy. I cannot 
think of any legal position that could be taken on that question which 
would not blatantly, if not^ manifestly, get into some of tJfese issues — 
issues that some of us would liie to be able to' clear from the land- 
scape so that we could deal more straightforwardly, perhaps, with the 
strictly biomedical features of ^the phenomena before us. 

" • 6i • 
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CRA^S ALFORD . . - ' " 

A'^ide from discussing the pros and cons of various categories of human 
research, this meeting also focuses'ofr. Hf^ as a' dynamic process. In 
keeping with this concept , it seems approf)riate that the opening case 
session should focus on the initial stages of this process, namely 
embryon'ic life. 

' The ethical, legal, social, medical, and scientific 'issues posed by 
research on the human fetus are far mjgrre complex than some of those to . 
be discussed in the other , sessions . The reasons*for this are many. 
Some are obvious; others less'^o. * 

Consider, for instance, thaf- research in this area involves not just 
an individual, but' at least three persons: an unseen patient, the 
fetus; the mother; and the father. Therefore, the central issue of 
infofmed ^consent and who might be permitted to give it is a critical 
problem in need of resolution in the immediate future. 

Recent decisions of the Suf)reme Court relaxing legal controls on 
abortion, and the violent reactions of various segments of our society 
to these decisions, make the task •of this particular panel difficult if 
not frightening. all unanimously agree, however, that the enormous 
problems and the debates surrounding modern abortion laws should not 
become so overwhelming^ as to preclude fetal research, either that on^ 
going or that projected for the future. Por if this would -happen , it 
would herald a medical tragedy unparalleled in modern times. 

Even total cessation of human fetal research would not change the 
abortion rates in thi-s country to any /significant degree, since no form 
of research is a major stimulus to their presumed increasing numbers, 
instead, ablation of fetal reseaft-ch would hamper proper medical care 
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for millions of innocent pregnant women not comtemplating abortion and 
most , particularly for their babies whether born or unborn. 

Simply stated, modern medical research, development, and practice 
■are so^jinoxtricably linked, especially in the areas of obstetrics and 
-pediatrig^ :^CT>J3passed by fetal research, that a deterrent to the human 
as^octi^ypiiiH -be iW^diately translated into reduced medical care for 
unti:>i'd/tru%ers of young infants, and. their mothers. That this po^sibil- 
it.y 'could- bVc&me. a reality in a civilized society is unthinkable, truly 
inekcbsable>. no^'ra^tt^jr hov^ imporfarit real or imagined issues might 
be'tha*x allow -it ta;c'ottfe irita being/'. 

^V*A5^ cbabined practxi-iOTiers^ ajcademicians , and researchers, mandated 
^^through oul- various professions- ta protect the health^and ^well-being of 
-pregnant- women and their childfrea and. ty^ guarai^tee their .rights for 
j-evet) greater future iiDprGve!iient5;"}th.is p^nel views' the fetus as a ' 
^iyi ttcai ^Unk in the contijwum of j'rfe. Byt. to provide siaxLimUm^ medical 
care for the-protection of the fetus, we must better under sti^id it's* 
/normal devej^pm^ent, the devia'^ions from .norm thai; lead .to disT^aie,. ^d 
the causes -foi:, these deviations. Without this {knowledge, the neciss^ry 
steps tbw-ard intrao-ierine th'erapy^^, either now or tomorrow, bec^e 
irtpossibl-e. The parh to becoming a realistic physici^ to .the; fetus - 
will be strewn with one Sthical stumbling block aftpr ^ppt:^er..:^::'This is 
a necessary outcome because of our ignorance and the r^sUlt^h§ nv)^5,Uque;. 
surrounding it. We accept the challenge of solution, and.l6ok>forWa]fd/. 
to the improvements of tomorrow, no matter how difficult* f^e; task may' - 
seem today. . ' , ■ ' ' . -l' ^• 

From this point on, we would like .to present our view of what- fetal-'- 
research is all about, and essenti-ally it will come in thifee units.'.^ 
Dr. Battaglia, first, wilil introduce the subject .afid attejnfrt; to- catego- 
rize for you our view of what is entailed under the subji^tit 'of fet.ai 
research and to identify those areas that involve the greatest \etiiic^ J. : 
issues. The second will be an overview, from the 6t)Stetrical sVaiadpoint 
by Dr, Jaffe. Finally there will be an overview from th^' pediatric , . 
standpoint by Dr.' Audrey Brown. Dr. Hay will then add comments before ^ 
the discussion. / 



FREDERICK BATTAGl^IA ' ■ • 

' * ' . * * 

I -would like to begin by stressing very briefly what I do not intend to 
dwell on, namely, the use of living .tissues from dead fetuses or from 
their placentas, because I think for most .of us^ this does not present 
any major ethical dilemmas. Leroy Walters has written recently about 
this, using, some analogies that I think bring up some ethical issues 
even in* this area. But I think for most of us involved in biomedical 
research, we see little problem with the use of living tissues from ciead 
organisms, . ^ . 

I would stress at the start, because this does get somewhat confus- 
ing, that I am referring here to a nonliving organism. That is quite, 
different from a previable . fetus^ in which viabiUty, for me at lea^t. 
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is a definition of a future prognosis -- that is, will you live one 
month, one week, one day -- whereas we can decide what is or is n9t 
living at this instant in time, and define a biologic state. lj\ the 
use of living tissues from dea^ fetuses, from their placentas, we have 
an' area where a great deal of exciting work has gone on in cell biology 
and virology, and where we are not presented, I think, with major 
ethical dilemmas. < 

So, I would like to move pn to the more difficult area, and that is 
the question of research on living fetuses and abortuses, whether or 
not we make a' prognosis that they are viable over a given length of 
time. Here, of course, we have a number of difficulties. First of 
all, there are the arguments that such research in man is absolutely 
essential and must go on. ^\ost of the tim6 this cas^ is made on the 
basis of differences between species, differences that would preclude 
our obtaining useful information from animal research that could then 
be applied to man. I think there are legitimate examples of this, which 
Dr. Jaff^ and other members of the panel will stress. 

Again, to give balance to our program, I would say that while some 
-of the scientists may have had different experiences, my^own has been 
that as I have 'reviewed protocols aimed at such research on living 
fetuses or living abortuses, the experimental design often has not ade- 
quately reflected the current state of the field. The considerable body 
of data that has been collected, demonstrating the marked differences 
in physiology and biochemistry introduced by studying fetuses at dif- 
ferent gestational ages or under ^diffe^ent conditions of stress even 
within, the. same species, is often overlooked. Thus, strictly on a 
scientific basis, these protocols would not be acceptable, in that the 
experimental design precludes obtaining definitive answers. 

However, even assuming high quality of experimental* design and the 
importance of the questions posed for solution which gets us into 
the realm of cost-benefit ratios, and which to me is a mini-mum criteria 
for human research, not an end in itself -- I still believe that all 
svich research on living fetuses and living abortuses would take us into 
the realm of a discussion of some kind of informed consent, by ^what- 
ever groups or individuals. 

In general, my guideline.s would-be similar to those one Hould.use, 
in most instances, in evaluating the apiprop;:"iateness of research proto- 
cols on infants and children. The research could be considered in two 
categories, as some of the speakers have already done: namely, a category 
, where we are discussing-research that is without risk oj harm to the 
fetus,*" and another where there is a degree of risk involved. 

In the first category, given the above approval, my concern would be 
to allow such researchers as much latitude as possible. That is, it 
need not be therapeutic or immediately relevant to this fetus or *to 
those parents, but could be directed at helping prenatal biology and 
medicine to progress in a more general context. Such research might 
include, for instance, collecting umbilical cord blood samples or urine 
samples for analys'es of pesticides or whatever. However, I would stress 
that we could insist that the best technical advice be brought to bear. 
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on the review of the protocol. Again, the idea being to reduce the 
number of different studies required to ansvi^er the' same or related 
•questions. \ ' . 

In this area, I ^ight mention the obvious problem that physicians 
.take car6 of patients, and that the M.D. degree in it§elf does not 
ensure any certification or qualification for research.* It is true, in 
general, that animal research and basic research are expensive, and thus 
require funding frdm granting agencies, which take them into ^ peer 
revieu system. That may not be true, although granted it is a very 
small percentage I am referring to here, but it need not necessarily 
be true of all human research. The fact that the accreditation groups' 
that are coming along as uell as subspecialty boards in maternal- 
fetal medicine, in neonatal-perinatal medicine -- may al.so now insist 
on res(*circh credentials exaggej*ates the problem. The increased emphasis' 
on primary care teaching in medical school^, and the need for a grbwing 
body of service-oriented, teaching-oriented physicians, again, brings 
up problems in review of hujnan research protocols that *are especially 
relevant to the area we are discussing today, hliere an area of biology^ 
moves ahead rapidly, there ma/ be comparatively few numbers of faculty, 
at each school to review such protocols. 

So, again, 1 thinlij we could all agree as a ^general principle that the 
research protocols on' humdns should adhere to the highpst possible 
scientific standards and introduce through one mechanism or another' 
ij}ore .required cons'ultatLon and advic^^rom approp^riate scientists into 
protoco'l design. ' . 

If welcome back to the group then, where. we are considering research 
in which some degree of risk is involved, a*gain I would feel that one 
should be sure that the risk to the fetus or abortus should nojt 6e 
• life-threatening in and of itself**-- that is, the research protocol 
should not in itself preclude survival -- and that the research should 
have the potential at least for being tJjerapeutic to the pregnancy, 
mother or fetus. . %r<^ 

In general, the ethical practices with regard to fetal resfat*ch tf^at 
t would follow are similar to those provided in the. Peel Report and so 
elegantly presented in Paul Ramsey* s recent book on the ethics of f-etal 
research. Additionally, I think that there should be some firffi defini- 
tion by some governmental agencies beyond which research on the living - 
abortus becomes considered in the same light as the*living new-bprn 
infant. By definition I mean something we can hang onto by weight or 
gestation. .This definition should be a firm one, since it is essen- 
tially an attempt at delineating viability that^s, a prognosis of 
continued survival with full recognitiort of the errors inherent in 
physician judgment of gestational age and of the markedly different 
neonatal prognosis of infants of the same size;,^but different ages. 

Again I would return to. looking at mechanisms that would not'be^ 
labor us with organization, but at the same time wquld tighten up^'tlie 
protocol and the input from a -variety of scientists into human research. 

Finally, ^ w6uld reemphasize the fact that, the research conducted on' 
living tissues from dead fetuses and on placental- tissue, for jffost of 
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us 'at least, prescnth little ethical dilemma and it represents the area 
that has been tapped and used so successfully in cell biol\)gy and 
virology. 

* ♦ 

ROBERT J\FFL 

There arc many avenues by which, the broad area called fetal research 
might be approached.* The approach xhat I should like to take is to 
discuss this research in the context of first, those advances in medi- 
cal care that would have been proscribed had such research not been 
permitted in \he past, and second, some problems in medical care for 
uhich present and future fetal investi^tion may provide some solutions. 

Before embarking on this d^scti^ssion, . it might be well to review and 
define briefly those various areas that have been grouped under the 
heading of fetal research,* There is minimal disagreement about the 
conduct of research^-ijif' sojje of these areas, and more active discussion 
of others. These ^firiit§)ns include the distinctions between use of 
dead versus living material; the use of individual tissues as cpntrasted 
with the study of the whole organism; the distinction between previable 
for nonviable) and viable fetuses; and the utilization of the fetus 
.in research as contrasted with use of other tissues resulting from preg- 
nancy, including- the placenta, fluids, and membranes. 

There are two documents that have dealt most extensively with these 
issues, and I shall use them, -in part, in framing these distinctions. 
These documents are the report of the advisory group to the Department 
of Health and Social Security in'the United Kingdom, chaired by Sir 
John Peel, on the use 'of fetuses and fetal material for research; and 
the proposed guidelines for the protection of special subjects in bio- 
medical research, promulgated by an advisory group of the Department 
of Health, Education, and Welfare here in the United States. 

The Peel report defines fetal death as the state in which the fetus 
shows none of the signs of life and is incapable, of being made to 
function as a self-sustaining whole. As Dr . "Bat tagl ia mentioned, indi- 
viduals of many persuasions' feel that research on the dead fetus should 
be permitted to continue ai)d does not require restrictions or 
legislation. ^ ^' , \ ^ 

Secondly, the distinction should be made between the fetus £bs an 
intact organism for study, and the study of' individual .tissues. \ Sir 
John Peers group found that in most instances-fetal iti^sues wej/e used, 
rather thap the whole organism, as tissues and cciTs \ayc>wHrnue to 
live, for^a period after the fetus itself has died,%ven if they are 
separated from it. ^ 

Additionally, the distinction should be made between the stud)^ of 
the fetus and the .study of other products of conception including. the 
placenta, fluids, \ind membranes. F-ew would maintain that study^f 
these products is at issue. ^ ^ 

We come, then, to the distinction between the previable and viable 
fetus. Ther^ is- no definition of viabilitj' that is satisfactory to 
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all, and comprehensive analysis of the definition is beyond the scope 
and time constrainf s-.of this presentation. . A coiniaission established 
by recent congressional legislation will address this issue extensively. 
The Peel Report defines a viable fetus as one that has ^reached the 
stage of maintaining the coordinated operation of its component parts 
so that is is capable of functioning as a self-sustaining whole and 
independently- of any connection with thQ mother. The proposed policy 
of the Department off Health, Education, and .Welfare maintains that the 
presence of the beating heart is not, of itself, proof 'of viability, 
and that an additional prerequisite be the capacity f6r expansibility 
of the lungs. I would concur that the presence of a, beating heart 
alone is not- an acceptable criterion for defining viability either of 
the fetus or of the adult. I might suggest 'additionally that medical 
practices resulting from previous and current fetal research have per- 
uiitted a redefinition of the age and weight of the previable fetus and 
the viable fetus. 

Having made these distinctions, let me now consider some of those 
areas of medical care to which fetal research in the past has contrib- 
uted and some of those areas in which present an'd future investigation 
might be expected 'to make inroads. Parenthetically, I might add that 
much of this investigation has been of excellent caliber and conducted 
by well-trained investigators, while some research dealing with human 
subjects^ just as research dealing with animal models, has b.een less 
than optimal. One should not abandon needed research because investi- 
gations in an area have not been carried out in an optimal fashion by 
ideal investigators. 

Among those areas of maternal, child, -and general medical care that 
have benefited by fetal .research are: . 

1*. the modern management and prevention of Rh blood group sensitiza- 
tion ' ' ' . ) ^ 

2. the antenatal detection of fetal metabolic and genetic abnprmali- 
ties by sampling the amniotic fluid that surrounds the unborn fetus in 
the uterus 

5. the development of vaccines for-the prevention of several viral 
.di%eases ^ , * 

4. the assessment of fetal lung maturity by chemical tests performed , 
on the amniotic fluid * - 

5. improvements, in the prevention and treatment of prematurity, fhe 
leading cause of neonatal mortality 

6. hormonal measurement s^performed on the mother * ^ blood or urine., 
wh^ich serve as valuable reflections of the status of "the unborn fetus. 
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I should like to elaborate on \%ork that has been carried out in each 
- of these ai'eas . 

The contemporar) diagnosis, nianSgenent, and no\%. prevent ion of 
isoinununizat ion of the infant o£ the Rh negative mother represents a 
remarkable epoch in nedicine." Many unborn babies \^t?re sensitized 
because of imnune, antigen-antibody reactions leading to severe, often 
fatal, anenia in utero. Important strides were made in the prenatal 
diagnosis of this disorder by obtaining a sample of'ai^iotic fluid. _ 
The amount of blood, breakdowTi pigments in the fluid was found to corre- 
late well with the se\erit> of the baby's anemia. When the degree of 
ane-^.ia was so severe that the fetuses would otherwise have died. while 
still in the uterus, it was found that they could be transfused while 
^till in the intrauterine env i ronnient . Intrauterine transfusion 
initially uas an experimental procedure, which could not have been 
assessed completely in animals and which has resulted in the salvage of 
a number of previously helpless infants. Subsequently, by further 
experimental studies in humans, it was found that this disease process 
could be prevented by the administration of immune globulin. "Thus, 
through the use of experimental procedures irvvolving pregnant women and 
^ their unborn fetuses, the diagnosis, management, and subsequent preven- 
tion of a frequently fatal disease evolved. 

The use' of amniotic fluid obtained during the course of pregnancy 
has led to another group of advances in medical management. Utilizing 
fluid obtained from the uterus of the pregnant woman for specific 
chromosomal and biochemical studies, a number of genetic and metabolic 
disorders, can be diagnosed early in pregnancy. One such disorder is 
mongolism, which frequently is associated with mental retardation. Had 
the previously experimental procedure of amniocentesis, that is, 
obtaining a sample of the amniotic fluids surrounding the fetus by 
Insertion of a needle into the pregnant woman's uterus, been proscribed, 
these advances would not have been possible. 

Another area in which advances have been made is virology and immu- 
nology. Several investigators were awarded N'obel prizes for work using 
fetal tissues that led to the development of vaceines, the administra- 
tion of which prevent polio and measles. Without the use of these 
tissues from aborted fetuses, this work- would have been hampered 
significantly. * 

One of the major challenges to contemporary obstetrics and pediatrics 
is prematurity, a major cause of neonatal death and morbidity. The pre- 
mature infant has difficulty largely because of respiratory distress. 
Performing experimental studies on fetal lungs has led to increased 
understanding of the development* of the surface active agent that 
enables the lung to function properly. Using fluid obtained by amni- 
ocentesis, it is now possible to measure the compounds involved in the* 
formation of this surface active agent, and thereby to assess the degree 
of fetal lung maturation. This information is of extreme value to the 
obstetrician in several clinical situations, including the determination 
of the optimal time for delivery of the infant of the diabetic mother. 
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These detenainat ions also enable the obstetricaan to alert the pedia- , 
triciajfi of the ispending delivery of an^ infant who will develop 
respiratory distress so that preparation for appropriate therapeutic 
measures can be made. 

Turning to the area .of endocrinology, hormone formation, netabolism, 
and function differ markedly between other aninal species, including 
monkeys, and hunans. Basic knowledge resulting from experiiaental v 
studies in humans of the foruiation and netabolisn of horn)ones in preg- 
nancy has-led to clinical tests to assess the vrell-being of certain 
hi^p-risk pregnancies. 

In addition, ultimately there is no adequate way to assess the 
safety of dru^, including antibiotics, which we use to treat pregnant 
wonen and their offspring other than to study the efficacy, safety, and 
metabolism of these drugs m the groups of women and children for whom 
they are intended. These studies must include adequate controls, that ^ 
is, subjects who do not have the disease process for \shich the particu- 
lar drug IS intended. In fact, all meaningful scientific studies 
require adequate controls. For example, to understand the abnormality 
of intrauterine growth retardation of the fetus, we must study hormal 
patterns of intrauterine growth. 

Having discussed some areas in which various t>'pes of fetal research 
have had an impact upon advances in medical care advances that 
would not have been possible had such work been proscribed previously 
I should liXe to direct my attention to a few of those areas in which 
present and future research can reasonably be expected to lead^ to 
improvements in care of pregnant women and their offspring. 

Vihile strides have been made in the diagnosis and management of the 
premature infant, prematurity,' with its attendant lung problems, re- 
mains a leading cause of neVborn mortality and infant morbidity. 
Further studies of normal and abnormal lung maturation may be expected 
to lead to further improvements in the prevention as well as management 
of these problems, 
. ^sTien the factors responsible for the initiation of labor in women 
are known, a more intelligent approach to the prevention of premature 
labor may be effected. Already medications are being studied in preg- 
nant women that appear to hold great promise in preventing premature 
labor. It has been reasonably well established that those factors 
responsible for the onset of labor in certain experimental animals are 
strikingly different from the causes of labor in women. KTiiJe animal 
studies can and should pave the way for studies in humans, ultimately 
information obtained in animal st,udies must be translated into infor- 
mation for humans. This can only be done by studies of both normal 
and altered physiologic states. 

Additionally, knowledge of normal function of the hfeart and blood 
vessels during human develop«tent should lead to a greater understanding 
of congenital heart disease* and conceivably of heart disease manifest 
later in life. 

Finally, in a more speculative vein, there are good reasons to 
befieve that information obtained concerning the- endocrinology and ' ^ 
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innunoiogy of pregnane) nay be relevant to an understanding of basic 
CJecha/iisns invohtd in 'cancer development.' Without meanitig to sound 
melodraip^tic , if iiaproveroents in maternal care, infant health and sur- 
vival, congenital -and acquired heart disease, prevention of certain 
\iral diseases, and inroad^ into-understanding basic mechanisms in 
cancer and immune mechanisms* can be effected by well-structured^care- 
fuliy conducted research in the pregnant woman and the fetus, it would 
seen rational to further and foster this research now and in the future. 



AUDREY BROh\ - 

I am glad that today we find obstetricians and pediatricians agreeing 
SQ well that our speeches are almost identical. However, I will have 
to deviate initially from my prepared statement, because I think the 
thread that inspired Dr. Jaffe's speech and perhaps a little of mine 
was a bit different than what was touched upon this morning.' When we 
are discussing fetal and neonatal research, ^nd particuUrly research 
in the living fetus, I think both of us are reacting to* the possibility 
that not only is soc^iety asking that res^earch be improved and that the 
frivolous research be eliminated, but there^ is a real threat that with- 
out understanding .the contributions of research on the living fetus, 
there may be a real movement to ban all research. That focuses the 
question quite differently than the general subject of rese^arch in 
human subjects. 

The other definition that Dr. Jaffe did not touch upon is the one of 
research itself. It is a word that I am sure means many things to many 
peeple in l)\is room. But I have read definitions of research' as applied 
to human beings, and it frightening to me to realize that anything 
innovative or not established by common practice or a series of experi- 
ments is considered in the broad term of research. Those of us who arB 
dealing with an entirely new possibility, fetal medicine, ~or the sal- 
vaging Of the lives of the t?rematugre, face that definition with a great 

* deal of trepidation, because nothing we have, done in the past has 
worked. Are we to continue then to t>y to do nothing new? If research^ 
in those terms is ^banned, we are in great difficulty. ^ ^ 

It is our purpose today to discuss means by which we can assure 
protection to human subjects, including the fetus. and newborn, who are 

•involved with us in the pursu'it of inforrhation *that may contribute to 
better health care for the fetus and for the infant. We can a-^umfe, 
a^d indeed it has bQen documented, that physicians offering new and* 
advanced treatment are, in the main, acting in ^ood faith, and that 
the majQrity pf medical research meets the highest ethical standards. 
.Societal concern is directed toward developing m^ans by which protection 
of all subjects at all times is assured — an ideal situation while 
at the same time gWing a'ssurartce that knowledge and potential cures 
will and can continue to be sought. We must be certain, as Dr., Fox,, 
pointed out, to balance these two objectives, lest we deny to this and 
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to'future generations their right, to-hope for cures of disorders that 
are presently Onconquered. 

The particular prpbleBf' which Lam .to address is the perpjexing on^ 
concerning the heed for further knowledge of fetal and neonatal dis- 
orders, because it is this area that has been left untouched for 
generations. We are beginning to realize that we have tfie obligation 
to be true physicians to the fetus. The problem requiring our attention 
is to assure the possibility of investigation involving the tetus and 
newborn in order to continue to develop means of care for the fetus, 
while at the same tine taking into account the rights of that fetus and 
the newborn. • 

Most of the advances in fetal medicine are new. They have occurred 
certainly within the past fifteen* years becjiuse of the realization that . 
the fetus was indeed ^ patient, one who often had been denied the 
possibility of being bom because of his relative inaccessibility to 
treatment prior to birth.' In the past, physicians would only wait to 
treat .the fetus after he was in view, after he was bom. But now we 
know that this inaccessibility and a bit of our own stupidity 
does not allow us to disclaim the responsibility for his direct care. 

The major event that initiated direct treatment of the 'fetus came 
from the courageous bffort of Dr. Li ley* of N'ew Zealand, who realized 
that the fotus, doomed to die in the uterus with severe anemia caused 
by Rh hemolytic disease, was' only two inches away from. a possible life- 
savi^ng blood transfusion. Although these t^o inches of the mother were 
a physical barrier, they really represented more of a conceptual 
barrier. The frustrated physician realized that this barrier tould be ^ 
breached by a needle, reaching from the extrauterine into the intra- 
uterine world. He could of f er^ 1 i f e-saving blood if only he Were per- 
mitted to reach" into thi"5 sanctum sanctorum. With the first trans-' . ^ 
fusion, a fetu5 was saved from certain death, and because of Dr. Liley*s 
willingne$5 and courage to try this new approach, .that life and now 
many ather lives of the unbom have >een preserved. 

The succeas of that effort opened up an entirely new era <5f hope 
and of responsibiliti: for physicians to the fetus. And the treatment 
of Rh hemolytic disease of the unborn is not the only disorder of the 
fetus that c^n be diagnosed and treated while the fetus is still in 
utero alive. We have come to^rpalize that many fetal disorders can be 
detected in utero', including infection's and inherited disorders. ^ We 
do not yet have any idea how many of them might! be treated theje, and 
how many disabilities might readily be stopped or prevented right then. 

To find these answers and to extend health care to the fetus, new 
approaches mst be found: Since these inevitably involve the mother 
very directly, is Ker consent enough? Is her refusal enough to deny 
him this- hope of life? For the larger question that we face today, can 
society take on the burden through legislation of denying the mother 
the freedom of such decision to try to save her child, if her child 
tah only be, saved through what in the broad sense of the word is 
research? 
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'\> a^* pediatrician , let ne take a ro^ ninutes to injiica^e ho\%. essen^ - 
Ziai it^ 15 rhat the fetus and the ne;%born continue to be studied if we 
'are to \ave lives that are presently assumed to be losr. Unile there 
nust, of 'c'ourse, be continued \igilance against abuse, every effort 
should bo nade to encourage, rather than t9 discourage, innovative* 
approaches to these old problens. Many of the probl ens'bridgAng fetal * 
and neonatal life center upon frematurity. hny is a<i infant born early? 
How can we keep hin alive even though physiologically he jnay not yet be 
read) for our world and to live in air'' And there is the very large . • 
proble-. of when do we offer hi^ e\er> -medical advance in order that' he 
ray s'ir\i\e'' Docs society by Uniting experimentation in effect deny 
these infants their right to li^e'' How many of the cfisabil it les of 
the premature long thought to be inherent m being born too soon are 
actual i> pre\entable if only we knew :?.ore'' VCnat is the magnitude of ' ' 
thi^ problem'^ , . • . , 

There are r.ore than 5 nillion infants born each year in this/nation. 
'About one quarter million are of low birth weight, that is^ they weigh 
less than 2,300 grams or 5 1/2, pounds, *Some of these infants are true •* 
immature or premature infants and are born too soon. Othei's are de- 
prived or suffering from infect'ion^efore birth and are bom too small . 
and poorly developed, even though they are born at term. About one-fi'fth 
of the iow-birth-weight |'roup die before the end of^the first month of 
extrauterine life. .Amdng the survivors many will be af f 1 icte^ "with - 
disease or disabilities. It has becom increasingly evident that'we can 
markedly reduce the risk of both death and disability through intensive 
efforts and investigation. 

Some disabilities one might even say are worse than death itself. 
They will be lifelong, and the .child migh;t,have to be institutionalised- 
at the cost'^of $5,000 per year. 'But so^ne are truly related to the 
fact that very small immature infants have failed to receive the most • 
intensive and sophisticated care required *for their normal survival, for 
specialized care is still not available to all. But within the past . 
fifteen years, appl ication, of new life support systems has proven 
that even immature infants .can survive and. live normal lives. Most of . 
the .systems are new and are still being improved under researcff^pro- ^ 
grams directed toward perfecting intensix^j- care. The* techniques 3 
applied to these infants are very muc)i like those we offer to adults 
so they might gain a few more years after a coronary.' Only with regard 
to the premature, it is their fourscore years that we are* trying to 
protect. 

These techniques include specia'l raonitDring, devices, automatic 
'temperature control, respi,ratory ventilators, positive ai-rway pressure' 
devices, special 'lamps that reduce the risk of jaundice and concomitant 
brain damage. These intensive efforts to- save the liv0s of' the immature* 
and to assure their norjnal development are tTireatened by wel 1-inotivated 
but ambiguously stated legislation that* would ban research on living 
but nonviable fetuses. It ^coul'd be claimed' that these immatjt/re in- 
fants, vfhom MQ try to salvage, are' truly prQviable or nonviable.. It is" 



true that without our dedicated Kelp many could not survive. It is 
true that iiithout nev% knowled>;c v*e cj^npt^ extend to "then the hope of 
normal 'fife. It nust be realized by tho^e posing su(;h legislation that 
many isjnature babies, uhc viuuld have been considered non\ iable'ten years 
ago, are nou rather routpnel)^ saved and are aiive thank!* to fetal and 
neonatal research-. Had restrictive legislation been passed ten -years 
ago, these infant? >ould s^ill be considered nonviable, and they \%ould 
in fact be dead. 

Let no expand on sone specific examples.* More than half of the 
deatHs that .occur in the first >%ceK of life are due to respiratory 
failure, d^irectl) rcl^itcd to the mabilitv of the ininature infant to 
keep his I'-iags expanded and to breathe air. These* infants have been 
doomed to die not necause of conv^enital anonalie^'or disabilities or 
devastating* inflections, but because of a tenporary inadequacy occurring 
because 'the> v^ere born tpo soon. Physician^ \>ho take care of the ne\^- 
b©rn ha\<:' devoted their clinical and research efforts to analysis of 

•'this prohleiT. hithin trie past ten \ears they have been -able to under- 
stand\hy zh/j prenature infant uas* uniquely affected, and subsequently 
they haCe been <able to rpduce the death rate due to respiratory dis- 
tress by alnost percent. 

It iS cfifficult to trace an idea in' science'. Thousands of attempts 

✓are made in*medical research" Cach success in 'some uay furthers our 
ability to extend human life. The last fe\s steps are giaTit onfts; the 
first are*often feeble- and faltering. With regard tjo respiratory dis- 
tress. It i'Tiight surprise* some of you to knou that' Ma'imonides in the 
twelfth century exp^inded the Talmudic concepts to include early detec- 
tion of, and manual resusci tat ioil for, sudden respiratory arrest in the 
newborn. That was not established practice tHen; it was an early re- 
search effort to improve the viability of the prema.turely born. 

'Giant stpps 'have' been taken through' fetal and neonatal research in 
the pa^l few yearS, much of it postdating the publicized death of the 

•l^stson of John Kennedy. Patrick Bouvier Kennedy died, as most pre- 
mature Infants. die, with respircTtory distress. Recent research- in- 

'vplving the fetus has -enabled the .physician , as Dr. Jaffe pointed out', 

'to ident,i&y. the infant at risk before he is- born by examining the 
amniotic fluid, looking for specific phospholipids that line the lung 
and Jn;tke breathing possible. Islien these ;ire not found, every effort is 

•made tp delay delivery until the lipids appear, indicating that the 

"i^fant^ wi ir be able to'c'ope and to breathe and to survive in air. 

Soijie infants cannot* wait to be born. To keep such iTTfants alive, . 
new-^Seans of temporarily subst4tuting for their inadequate respiratory 
efflyrV'had tp" be <lev^?i0ped. These new fefforts employing sophisticated 
means of supplying continuous positive airway pressure have proven 
syccessfuK. Pri?6r *toM9j68, parcent of infants with respiratory 
distress severe enough to require ventilation died. When it was shown* 
.ttet cot^inuous press;ure in the alvx-olus of the lung could substitute 
for the infant's -f^ilUre to expand his' own lung, mortality in the 
gTou\) whp. require Ventilsstioh has falji-en dramatically. Now, even .se- 
verely affected infants have a fifty-fifty chance of survival. 



So, fron the twelfth century to the late twentieth, we have corne 
blowly to offer Jife to a significant number of affected infants." If 
the present pace of development of sophisticated life support systems 
IS allowed to continue, we may be able to' off^Y'Kope of -survival to all 
such distressed infants. There are indications from even more recent 
investigative efforts that we may not only be able to forecast, but to 
prevent respiratory distress by administering drugs to the fetus that 
induce the de\elopiTfent of the essential features of the lung prior to 
birth. ^ . 

These exciting efforts extend real hope of life to the immature 
and to The presently previable. These infants cannot and could not be 
^axed by established procedures, Ef f ective_tiierapy m the nursery 
toda^ IS, I am afraid, categorized as research, because it is all new. ^ 
Onl> relatively recently ha\e pediatricians been convinced that pre- 
TTijture infants can develop normally. Only relatively recent ly has 
there been an appreciation of the fact that delivery of sophisticated' 
and intensive care can not only save lives but prevent brain damage 
that so frequently is associated with premature birth. The realizatioYi 
that these immature infants are essentially good babies vsith a tempo- 
rary inability to meet the-4^a4-henge^'orTife .outside the womb, rather 
than infants doomed to be abnormal, has led to a remarkable new effort 
to support them during the period of adaptation. This has led to a 
reappraisal of the steps in. fetai development and an effort to dev^op 
means of inducing early maturation of functions or substituting for it. 

I speak then in support of irmovat iva. means of offering life to 
those presently considered nonviable, for within my owti life as a 
physician I have seen a remarkable change in our ability to lower the 
age of \iability. I also speak in support of innovative efforts to 
work together, as in this Forum, with other concerned members of 
society to develop the best possible means of preventing abuses in 
research on the fetus and newborn. The failure '0| present means and, 
present ethical concepts to meet the conceptual challenges brought on 
by such rapid advances in the scientific aspects of these efforts do^s 
not, in my mind, constitute a reason to freeze the present state df bur 
scientific knowledge. 4t should stimulate effprts to work together to 
develop th6 ethital framework in which to advance, while still pro^tec- ' 
tin^ the rights of the human fetus and newborn. Some..of .these rights 
have been defined., Others have not. ^ One key questio(i bothering all of 
us today and that nei^ds to be address^ed is: iVho shall *have the right, 
to deny the hope of life? 



ELIZABHTJl . \ ' 

I would just like to comment on the question of the value of doing, 
research on fetuses from the point of view not of the clinician, which 
has been the issue so far, but from the point of view of the biologist 
and, if you will, of the woman. 
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Renee Fox has referred to the fact that we are in a changing society. 
Our values are changing. There is a need now for people to get together 
in all diseiplines to discuss these problems. Not only are we changing 
our social world, but we are alsro -changing nature's world. Nature *at 
this moment is faced with a dilemma' in terms of her way pf solving 
evolution and the development and progression of the species. Maa now 
has decided, certainly in this country and in many oth^r countries, 
that the population fot many -reasons must become statxle. In this 
country, it is, at this moment, stable. The average woman lii this room 
v^ill raise a family of two children. It is her right that these two 
children be as normal as possible. It is also nature* s, right , if the 
species is to carry on, that v^e do what v,e can to ehsiXre that the 
fetuses born into this, world v^ill-be normal.- . ' - ' r 



INQUIRY AND CQ^IMLSTARY \ 

LOIS SCHIFFER' I am an attorney. a,t -the Centear for Law and Social 
■ Policy in Washington/' I / in fact, quite strongly agree with most 
of what ha^ been, said here- today, but would liice to britig up one 
more point; which l" 'think-has not be^n .dwelled on, although it has 
been alluded to by Dr. Jaff^. In considering fetal research, it is 
very important think, to. take into account the interest of women, 

■ and partit:ularly pregnant- women, in setting up any controls that 
are going to \e placed' Qn fetal research and any procedures for its 
use*. • 

Specificallx, in a number of ways this matter comes to the tore. 
FirJt 'of all, ir really emphasizes the need to continue' biomedical 
reslarch on the fetus in order *to develop jnet hods for helping the 
•pregnant woman, hef nCitrition and health. And, also, it is impor- 
tant that fetal research not be limited in any way that prevents 
the motjier from partaking o^ therapy or Treatment that will assist 

" her health. For example, if a pregnant woman in the fourth month 
of her pregnancy determines that she has some kind of cancer, and 
only an experimental chemical will help her, there is no way that 
fetal research can legally be limited pursuant to the Supreme Court 
decisions to prevent her from undertaking that the.rapy. 

We also think that feital research must be undertaken in a way - 
that gives the pregnant woman as full as possible control over her 
•own health. Also, she should have the right to consent for herself 
rather than having paternal and spousal consent in any fetal re- . 
search that is involved with pregnancy termination or exp^erimenta- 
tion that is focused on the woman's health and not the h^*alth of the 
fetus. We think this is particularly important because the NIH 
guidelines, which-have been mentioned, specifically give both the 
father and the spouse a greater right, actually, than the fetus. 
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pursuant to the Supreme Court decision. This is. simply not 
, permissible , 

Finally, we \%ould say that when ethical conimittees and boards are 
established to take into account the problems of fetal research arvd 
to decide \Nhether a particular research should go forward, it is 
very important that women be placed on these boards. Although men 
have certainly shown themselves to be sv-mpathetic to thfe problems of 
woraen, there are many tines \%hen they simply cannot adequately repre- 
sent those interests. 

ROBBINS: Would anybody fron the panel like to comment? 

MJORDr \\e agree, 

RICHARD BEHR>LAM: I have a specific question that I v%ould be interested 
in hearing the panel discuss. Is there any situation in w^hich an 
individual at low statistical ri^k should be subjected to a sub- 
stantial risk from an experiment for the probable benefit of a 
larger group of which he is a part even though he or she is not 
likely to get a direct benefit? In answering that, would 'you con- 
sider a viable fetus as much an individual as an adult, and shoul<3 
the rule be the same fpr experimenting on that viable fetus versus 
. the 'nonviable fetus? I think this is one of the central issues., to 
see what is similar and dissimilar among those three groups. 

BATTAGLIA: I thought I got at that, a bit. Dr. Behrman, 'because I made 
a distinction between two problems. One is working with previa,ble 
or living fetuses. Then, with-in that 'category, I broj^e it down int6 
research with and without risk. I said that when you* enter ' the realm' 
where there is risk involved, it seemed to me that you would need to 
have the potential for therapeutic research. . ' 

You will notice in Dr. Jaffe*s list of the benefit's of research, 
that they were not a^l research on the fetusy" with .the ' single 
exception of the intra-abdominal transfusions; and lhat vas thera- 
peutic. So I t.hink I was trying to gef^t th£lt "issue, but perhaps 
did not present it clearly. " • ^ * ' •* 

JAFFE: Without being able to answer that question-^ it is, I think, a^ 
central and very difficult one; and^altfilough I gave onl^ one example, 
r suspect that there are others. At our institution, .and I under^* ' 
stand recently in Boston, the relatively new technique of getting 
at the fetus -- the so-called fetoscopy,, in which an instrumertt is 
introduced that enables one to visualize the fetu.s in utero and get 
a sample of blood from that fetus has been stopped bWause d'f 
current concerns about fetal research. That technique enables one 
potentially to diagnose sickle cells, Although I mentioned one • ^ • 
example of getting at the fj^tus and if proscript-ions becomd strict- 
enough that may be the only one example therd are I* think other' 
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horicons to which medical investigation is directing itself. These 
will also bear on research involving the fetus in utero and would 
' lead to* benefits either to that fetus and/or to the greater number 
of . fetuses at which the research is aimed.' 

FRANZ INGEdTlNCER: I come from Massachusetts, a state that, according 
to the Washingzon Post this mbr;iing, is in disgrace. I want to lead 
on from that and ask the panel a fairly specific question, because 
that state is facing other problems, and except for Dr. Battaglia 
possibly, I have not heard any specific comments on them. There are 
several doctors who will be tried later this summer for having given 
antibiotics' just preceding a planned abortion, with the purpose of 
studying the fetus after it has been aborted to determine how much 
of the antibiotic got into the fetal tissue. 

This is, according to ma^iy. of the Massachusetts legislators, 
research on a living' fetus. T'think, strictly speaking, it is. You 
are giving antdbiotics to a living fetus, even though it will be a 
dead*fetus in^wenty- four hours. • I w'ould like to hear the panel 
commit. themselves on this kind of research. - 

ALFORD: I think one comment that should be made concerns the mandate of 
the FDA and how they function with regard to the administration of 
drugs to pregnant women: this is^ they must demonstrate that if a 
person is to introduce this drug it will not be harmful to the fetus. 
It has been clearly shorn already that there are a lot of differences 
between the way almost any drug is handled by the mother and perhaps 
by the fetus, if it -is even transmitted to the fetus. So essentially 
nojhmg -could really be introduced for the pregnant woman, according 
to the mandate of the FDA, unless we can study both the mother and 
the f-etiis, ^because of the possible danger for one of the other in 
•attempting to treat one or the other. . Therefore, I see nothing 
wrong, at least philosophically, with the type of research that was ^ 

, beijig attempted in Boston. 

JAFFE; I won3er*, Dr. Ing^el finger , if we do not have to try and balance' 
. r?sks, too, here. Given the fetuses about which you vere speaking 
those that wcgpe destined for abortion if one is attempting*"to use 
f-aritibiotics i.n those fetuses not destined for abortion, might it be 
better to study the effects of antibiotics in the fetus to be 
aborted than to risk that study in fetuses that will not be? 

I think thoise are very difficult and not easily solved questions. 
>.I think that the Forum members have probably addressed the questions 
-that we have addressed through the eyes of our background and our , 
information, that is, from a medical background. Perhaps it^ was 
one-%ided from that point of view. I think those who have back- 
ground and experience in dealing with ethical isspes, in addition 
to. physicians, must also have their input into this whole process. 
I am sure that Dr. Fox and her colleagues can make very meaningful 
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inputs into this, I think that in concert, perhaps, we can arrive 
at the guidelines for ethically based decisions on the fetus. 

In a recent editorial a question was posed by Dr. Mary Ellen 
Avery, Professor *of Pediatrics at Harvard, for which I do not know 
the answer. If a physician and a patient make a contract for an 
abortion and I think indeed that this should be an issue that is 
between the physician and the patient -- if the patient requests an 
..abortion and the physician agrees to this abortion, and if that 
abortus is then larger than it was thought to be and so fulfills the 
criteria for viability, who make^ the decision as to what to do 
with that fetus? It was not the wish of the mother for that fetus 
to be allowed to be viable. The physician is in a dilemma, and 
would really welcome help in makirig that decision. I do not know 
the answer, 

ROBBf.VS: D-r. BroWTi, do you want to make a comment on this? 

BROWT^*: I will avoid tHe last comment. I do not think anybody is pre- 
pared to answer. But with regard to Dr. Ingel finger ' s question, 
there is another side that I have not heard and one in which I am 
interested as a 'mother. ^ 

I was interested in the concept that some grrls seeking abortion 
had welcomed the opportunity to have meaningful research done rather 
than simply to lose an infant. Are we denying women some satisfac- 
tion, some contribution to society, if we should deny all research 
on abortuses or on. those destined to be aborted? I would love to 
hear some of the women. comment on that. 

ALEXA.VDER CAPRON: I am from the University of Pennsylvania Law School. 
I have now three comments, very briefly, on the remark Dr. Ingelfinger 
just made. 

The interesting thing, it seems to hie, about the Massachusetts 
case is that the cooperative arrangement that Dr. Jaffe presu'pposed 
between the women and, the doctors, seems to have been absent and 
seems,. in the case of the indictments there, to really have been the 
stumbling block, because at the time that that research went on, 
the Massachusetts statute on fetal research had not been passed, and 
no doctors had been charged with grave robbing. 

If they had had the -consent -- I don't mean to coniment on the 
facts, for Uam not aK^ire of them beyond what appears in the press -- 
the Uniform Anatomical Gift Act allows the parents, in this case, 
to permit research on or the study of the dead fetuses to see if the 
erythromycin^ had passed, indeed, into them and where it was located 
in the body. So, had x^xr been a cooperative arrangement between 
the maternal subjects and the doctors, that the research would have 
permitted that autopsy in that study, there probably would not be 
a 'basis for indictment, as far as I can. see. ' i 

I wanted to raise a question for Dr. Battaglia and Dr^ Jaffe, 
who used this concept of viability. It is a'very attractive idea 



for distinguishing betvieen groups of fetal subjects. .In part, as 
Ms. Schiffer mentioned, ' the Supreme Court has used that as a bright 
liTie separating those women who can have abortions and-those who^' 
only can have them with very grave restrictions. I wonder, however, 
.why we are going to use viability and if we are clear about why we 
think viability is a useful concept in the case of fetal research. 

One thing that viability does is to tell us those fetuses that** ^ 
are in need of intensive care and have a good chance for survival, 
and as to whom we would be very reluctant to conduct research, in^ 
the sense of nonbenef icial research research that is not intended 
to help them, because of the fear that that would interfere with y 
any ability to, in fact, live, although they are called viable^ 

There are other concepts which relate to the respect thatt if due 
a subject, and I am not sure that viability Vj'ill necessariff be the 
bright line that separates those groups. It may* be -- and would 
like to have the physicians on the panel comment on^thl^"-- it may 
be that one of the things that we are concerned with is\the sub- 
ject's, in this case the fetus', abil ity' in neur(^4ogical' terms to 
experience pain. It might be, as I understated it, t^at development 
occurs long prior to viability, but it is a concept which ^s not"/ 
that well understood as to what we mean by ^in at'tha^ point,, or 
sensation, or anything, like this, a^ove $he levej' of spiftal reflexes 

Is this a concept which has to come into our definition? If we 
are concerned in all of the regulati-on of ^perimentation with 
preventing suffering and .giving the a^ttriBlite^ of dignity to human 
beings, is viability going to be the dividing line, 'or do we have 
to look to other factors? ^ * , . 

JAFFE: I am not sure why, in your qQesti(Hiing , you' direct i/t only to 
physicians. I should like to tum.th^ questi<^n around and ask you, 
from your perspective and from a legal persiJfective, perhaps, or from 
an ethical perspective, what do yoy regard as the proper criteria 
for which these distinctions should be made? 

^ ■ ^ ^ 

CAPRON: My question, I think, has already suggested that I do see the . 
protection from suffering and the protection ofi» individuals against' 
things that are inconsistent with human dignity that is to say; 
types of research that we would not want to conduct on a living 
human being as being two things with which we are very concerned - 
and which, I think, lie- behind the last -ten year*s development of . ^ 
guidelines from the goveriynent and increasing ethical discussions 
such as this one. ^ t 

I would suggest that, if you^ as physicians,, can supply the data, 
'then there would be a basis for discussion. The data relates to 
the neurolog:ical development of the fetus. Is there a point prior- • 
to viability. at which you would say that, fof'purposes of sensation, 
pain, and the like, we are dealing with something other than simply 
a slightly differentiated mass of cells? 
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I an not Njre th:it*rhjt i i I answer rhc question. I am not 
trvin^ to <ia> th:jr, if the answer i .s yc-^, then, absolutely, Ve 
iihould recommoiuj no re^tMrch. Bijt*I think that thi^ 15 the kind of 
datun otlfer than that about \iabilit> which should enter into any ' 
av>in^ of iiuidel ine-^. . . 



JORD: \s I understand the ^tate of the art, it would be almost im- 
po*^sibU to tell >ou no^^ what the neuroloi^ical developnient- is of the 
fetus when we c\cn are ha\int: ^one trouble ineasuring a newborn baby 
at thi> stage. CXir machines rhat measure electrical activity really 
cannot be Maced on the head of a \ery ^'^rnall fetus and ^ive us any 
concept. If res(?tirch ctrntinue>, perhaps -these can be answered for ' 
UN m tme. But, at thi^ point in tine, perhaps th'^e reallv isn't 
any answt^r to»some of those questions. 

IMS: f think it ought to be pointed out that the research we/arV ' 
. talkifig about here doesn^t really involve infliction of pain oa 
the \iable or nonviable, fetu.s. The idea of doing something that 
would bear risk is the reason for not using the viable fetus in any 
kind.-cjf procedure. I don't think anyone on- this papbl would contem- 
plate any experiment involving pain, or grotesque or gther manipula- 
tion of a fetus. ; ' ' 

r^would like,;-^hen, to perhaps bring this point*up for discussion. 
It was raised this no'rning, and Judging from the respoitse of the 
audience, \t is one tWt is on the minds of many individuals in the 
audience: that is, to what e\tent are these horror stories true? 
To what exte/it has the devastating and inhumane research been done 
on fei;uses in this count A'? Does anyone have the answer to tha-t? 
^ ^Isr\'t this a question that is somehow'at the basis of a great deal 
of the problemsjthat we arc, h^fl'ing hero? 

ROBBIN'S: The -only study that *I know that is^reJated to^his and that 

is at all s>stematic is one beirfg^ conducted for the Commi ssion, J' 
• which will have, I understand it', a pretty good catalogue of" 
what is going on and* what has *been going on. I think the research 
that aroused a great ^e3l o'f concern was research directed at under- 
- standing /^the capacity of the bra.in of the fetus to' metabol i ze 
sugar, to use sugar as an energy source,' in jcomparison to what 
happens in the Qlder' i-^di C'idua L. This involved cannul^ing the^ neck 
^vessels ancf/ essifnt ial ly, profusnng the brain. This was done in 
small, previable. fetuses. There would be no way tkfil I know of to 
an-sw^r'your quc.stion, Mr. Capron, as fo whether or not that fetus, 
In fact, experienced pain. 

Th»is is the kind of thing that doe.s sound like a horror story. 
Th^ investi^^ators who were involved in, -those exp(^riments , wit*h 
«w sfeall fetuses where there is no evidence of electrical activity in 
»sJ/thQ brain that has been detected, felt that the likelihood of any 
y sensation of pain was so remote that it wasn't necessary to consider. 
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Sou, the fact of the natter is, I don't think you can sdty that se- 
curely. It IS probable, but it isn't absolute. 

RENEE FOX: Might I loake a comment la response to *Mr/ Capron's question. 
This may be taking liberties Kith the preoccupations of the physi- 
cians on the platform, but*-- ^ 

f^OSBlNS: Well, >ou lust go right ahead and take those liberties. 

FOX: But I sense that they are concerned to better understand what it 
IS th^t they are working with in various stages of development of 
the fetus. 

The words that we have aro inadeauat;;^'. . But the incipient or 
potential personhood of thi s , developing creature, the actual person- 
*hood of this individual in becoming, and many things that are 
paradoxical 1>" 00 1 quite so biological as the question you, as'a 'non- 
biologist, have asked^ led me\to muse a bit about whether, in the 
end, even if we do have all the biological information we ideally 
would* need, if your question could be answ*ered. Would that be ade- 
quate to allow us to grapple })etter than we are at the moment with 
the question of this continuum of life that the fetus represents, 
and to determine at what point personhood asserts itself? 

J think the factors there are not purely biologicarl, although a 
better bi-ologiCa*l understanding can help us with some dimensions of 
that problem. Lawyers and sociologists .and people who are non- 
biological are permitted more freel^^o use the kinSs of ^'ords that 
I am using than the physicians on this platform. But I am assuming 
that that is wHi^t they are really concerned about, although they 
are using^biomed ical language to cover it. 

ALFORD: Ke think patient^ are a^l 1 persons.^ * ^ 

WILLLVl CURR.AN: I am from Harvard University and, like Franz Ingelfinger, 
I come from Massachusetts. JVe have some rather serious problems 
related directly to this area. 

I. am not really sure that any of you Kas discussed consent. In 
many of these* cases, the concept of consent is involved. It is also 
involved because of the fact that it is said that the Supreme Court , 
in those decisions that Renee Fox mentioned, indicates that the 
f^us, prior to viabilji^y, is not a person. ^ - - . 

Those t:^o things are connected. .That is, the issue o£ consent is 
ra.ised, not on research that is beneficial, which Dr. ^rovn discussed, 
but in research th&t is. said not to be directly beneficial to the 
fetus. Can ^the mother consent for such research? If she canntDt, 
•who can? If we need this research, what kind of institutional 
determipation can ve , suggest for providing that protection? 

Secondly, if we accept* the idea that the Supreme Court indicated • 
that, for the purpose of {detection, in relation to abortion, the 
fetus is not a person prior to viability, again, what* are we talking 
about? / . • 
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Hou do protect if hliat identification do \^e give it? ^fuch of 
the fear is that iv is neither prcTtectable nor, perhaps, even 
studyable. ' 

Lastly, again, as Xhe case in Massachusetts in which we now have 
had a hoaocide finding by a lury, we have the relationship between 
this subiect and abortions. The statute passed in Massachusetts has 
two different areas of barring of fetal research , 'not only in regard 
ZQ research in\olving the fetus in utero, but in the use of tissue 
on which at leas; one of you indicated you thought there were no 
ethical issues. 

This statute bars research on a fetus for which there is a planned 
abortion. The position of the group that supported tnat did so on 
the basis of saying the mother, in such a situation, does not have** 
,the interest of the^fetus as her main concern, and, therefore, her 
consent alone 'xs not adequate. This is quite, you* see, contrary 
to the point you made that the mother who, perhaps, is going to have 
an abortion and says, "KelJ, certainly, there should be some use 
here. I should be able to consent to procedures, even, perhaps, 
damaging procedures, becau.s^ after ail I aa §oing to have ^an a\)ortion 
an>'way." Those who advocated t^i's statute said that is quite im- 
proper, that there should be someone to protect that fetus because 
of the fact that there is a planned abortion. 

Secondly, in it being a planned abortion, and in the other 
^t^gcry of the use of tissues,' it is alleged, again by this group, 
that encouragement of research in these areas wii 1 J^Tso .encourage 
abortions. The statute bars contact-with the woman'prior to the 
time that she is going to have an ab^)rtion offering her, for exarjple, 
free medical services in a particular institution as long as* she 
gives them the 'fetus for purposes of research. 

It seems to me that this means that we are intertwining here 
issues of consent, issues of who protects both the viable and the 
nonviable fetus, and that we clearly need, according to the research 
you have indicated, to be concerned with the nonviable as well as ^he 
viable fetus and these interrelated questions of abortion. It seems^ 
to me that the ca'se of Dr. Edelin certainly raises the cjuestion. It 
is now, certainly, a matter of very grave concern to him whether or • 
not^ when a physician has full and p;:-oper consent from the wpman 
for an abortion, he is doing a perfectly legal a^Grtion. ^ And yet, 
depending on -what happens to the fetus, defT^miljig on what hapj^ens to 
his care of the fetus outside the womb, there may be an additibnal, 
completely independent responsibility for which even a homocide may 
lie. • ' ' ' ^ 

One of you spoke of the physician to the fetus. .1 am n&t sure 
whether you meant a pediatrician or an obstetrician or someone new. 
It is certainly not tetribly cldar that the physician who cares for- 
the woman is not primarily concerned with the woman. Perhaps it is 
concerh with the fetus when, as you say, the research or the therapy^ 
i^-related to saving th^t fetus. But if we divbl-ce it'fromnhis, if 
we put it in the category of research, it seems lo me that these 



issues of consent, these issues of protection, have not really been 
adec^iuately discussed. ^ 



JAFFE: The issue of informed consent mi pregnancy is an extremely com-* 
•pi ex one; and one to which I don't f^oi that 1 should address myself 
in toto; for that, -.^e do need tne contributions of poop-le other t-han 
phyjsicians. I think, at /east on a national scale, that whether or . 
' not an abortion is permis'sable has been decided, in the courts. It 
IS extrenely in:portant^ thati the indn iduaK performing research on 
trie fetus be in no way involved 19 the decision fpr an abortion on 
th^t fetus. These tw<^- should be divorced so that there are no 
implications that the in\ estigator , ir? any way, influenced t.he per- 
mission or nonpermission for an abortion to b^ performed. I do 
think, however, if an abortion has b«en.an accqmplished fact, that • 
as a phy^ic^an I would niuch pre'fer some use. b^ing inade of that 
' aborted materaal than- no use being made of it". ' 

BATTAGLIA: I would like to begin by assuming that we are t^lking^ about . 
a living organism, whether hi is cin^abortu'S or Tetus, ajid Inat "living'^ 
material from a dead organismf. So, I coae back to the Dioiogic * 
state that . • • , 

ROBBIVS: Unfortunately, howevei^ this luxury is /not total 1 ^1 lowed to 
,you by what is happening. ^ ' ' ^ 

* ' » ' • • 

BATTAGLIA: Well, if I might pursae this for just a minute. I am missing 
how it is not allowed. But if we take the example in- which it i ^' a 
spontaneous Abortion, and the abortus happens to be viable', whatever 

^ term we should Use for it, 'then we wouljd liave an example in w'hjc4> * 
I clon't think we would have any confusion aboOt the fact that life 
support systems, described b/- Dr. BrowTi, should be applied by some, 
physician. " , ' . ^ 

So part of the confusion that is coming in is, was *it an^elective^ 
or a spontaneous abortion, 'and who is giving consent? In my talk, 
I was using the distinction of via'bility to uSe guide 1 ines* beyond 
which it is unequivocal that you would treat tifat living organi^sm 
as a newborn infant. I wajs.n't using. the de.finition of viability, to 
say, "If it is previabie and living, .anything goes," by any means, 
and I did not use that discussion in what research I thought was 
appropriate.' \ ;■ . * ** 

ROBBINS: Does that even remote iNo^^wer anything. Dr. CuVran? p 

ALFQRD: He asiced. a simple qt^e.^^ion: Is there a naw^ breed of, cat being 

developc?d? Yes, there i^\if thing called perinatology .that wpe ar.^ 

hoping to create. Righti^tfew itjcomes off^ the pediatric base probably 

more th^n the*" obstetrical ^se,^because of our working wfth newborn 

babies in the past. Thts is a ver}?, very new field. It has not been 

defined as to its criteria, but I can assure you that mo*st peopJle in 
* - - i 
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-Ttri.s-^je^'fccl \er> >trxmgly that the fetus is, indeed, a patient. 
: The definition of lift- is sonething entirel\ different than that. 
The second thing that you alluded to '.^as that the Edelin case 
'rtas in bOne way connected to the research. I \%as unaware that that 
>.as the issue. 1 believe the issue in this case was manslaughter, 
and It did nof involve the research aspect, which is a second case 
/ entlrel) on robbing the grave in 18S0 1"3^a. 

* « 

CURRA;%: I wa^ referring to the others. 

*K}R..\C:i:lvSkI : My reaarrs were already anticipated in part by 
Professor Curran, so I^won't repeat them except to pick up one point 
and amplify a little bit. In mentioning the f^ct that the Supr^Bme 
Court haS decided that the fetus up to a- certain stage is not a 
person, I think a distinction here night be helpful: that is, the 
difference between a legal person andVan ontologicai or^-ethical 
person. j 

I think there is par^t of a larger /di stinct ion between ethical 
concerns and legal concerns, and th^se^two keep intertwining even 
though they are different. I think in our analysis of personhood, 
^'hich IS critical in the notion of fetus, if this double concept 
would be clarified it might help in our discussions. 

i inallyi who ib going to give consent for' and rightfully give 
consent for the^ fetus i*ri this type of research? I would propose and 
r would support the idC-a, at least at this point, that it is an 
analogous situation to an infant.^ Who can give consent for an 
infant when the procedure ^s not going to be of benefit to that.* 
cthild, but rather*to the class or to society largej The same- 
principle that is applicable there, I feci / should ^be applicable to. 
fetal research. 

rOB^I\S: ^ou mcan^ >ou art going to answer one in so 1 ub 1 e ^problem with 
another. 

S^SKA: I am from Maryland Right 'to Life, and I want to raise 
an ethical "problem concerning the mother -.of the fetus. Supp^ase 
she wants to let this fetus be used for experimental purposed, aiid 
she agrees -to an abortion. According to tbe Nuremberg Code, Item 9, 
whi'ch we usually use for adult experimental subjects, we are always 
subject to withdrawal frojn the experiment, whatever is t;he redson, 
whether the 'consent was not really informed or whether,'.something. 

"changed. ^ ' , . ♦ 

Between the time something was done to the fetus and the abortion 
there is a time lag that gives an opportunity for the woman. to chang 
her mind and, according to what we usually say, the subject hasf the 
right to withdraw from the ^experiment . We know so little about . 
fetuses that we cannot assume that whatever the relation is, there 

.IS a, high risk of either physical , or mental disability if that fetus 
would be allowed to live. - > 
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' Supposing the mother change^ her nind, and she has a baby some-"' 
how not normal completely, either physically or mentally, someone 
who can live for seventy or eighty years? Of course, there is a- 
legal problem of who hould take care of that abnormal person, and 
also who will be responsible for the damage done. But I am coming 
back to the ethical problem. That woman has the right to change 
her mind, but once she changes her mind and she doesn^t want to have 
an abortion any longer, she doesn't present that fetus for further 
, research. She has the problem right now of norm^Vlife for that 
baby or the death of the baby. 

.Now, any doctor would say in that case she should really hav'e an 
abortion. Suppose she changes her mind once more? We know th^t 
about 10 percent of the women have a very psychological' sequel to 
the abortion*, and that one group at high risk are those who have 
abortions for medical reasons. This would.be a woman under high 
risk." So if we allow a woman to agree to any research so, that she 
will have an abortion afterwards, we are taking away one of the 
rights, the right to withdraw from the experiment, because she 
either has an impossible choice, or -- . 

ROBBLN'St I think the *message has gotten tlirough very clearly to the - 
panel. 

-JAFFE: I -think this is a very difficult question, one that the Peel 
6t>fflmi:SjToa.iias: a4 ready dealt with in Great Britain, and one that I 
suspect the current Commission in the' United States is also dealing 
with. IVhat do we do in the event that a woman changes her mind 
regarding an abortion? 

The Peel Report states that, because of this concern, no investi- 
gation can be done in anticipation^of an abortion. Therefore, only ' 

* investigation is permitted once the abortion has been accomplished. 
This raises problems vis-a-vis very important areas that need to be 
tackled prior to delivery, but it is one solution to that ethical 
dilemma' ' 

JACK HOGf^F.S: I am a physiciar^and currently connected with the Yale 
University School of Medimne, My question is directed to you, 
Dr. 'Robbins . // 

So far we have had ^Sarade of speakers, the overwhelming majority 

• of whom have beenj' fairly highly placed in the biomedical establish- 
ment, if you will. Not surprisingly, their comments have ^11 been 
i*n* defense of tiTc conduct of the current biomedical research. It 
disturbs me somewhat that the challenges have to come from the floor. 
This meeting was advertised as a forum, and not as ^a defense of bio- 
medical research as it is presently ccfndu^ted. Wouldn't it be 
possible td have some of the adversaries the podium to give pre- 
sentations along with the people who are defending the current 
biomedicaJ research? " , 
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ROBBINS: ^o<^ indeed.** ' Actual 1>, as a'natter of fact, that was our 
original intent. It didn't work out quite that^ay. 

* _ «' " *• " 

GEORGE HILL: I what is called an interested citizen.' 

ROBBINS: he welcome you, sir. . . . . ♦ • 

HILL: Thank you very much. I feel I, have been somewhat lucky to be 
able to sit here in this discussion. It seems to me^that one of the 
issues that has been avoided from the beginning concerns the flui'd, 
placenta, and the tissues o^ a fetus whether viabl e, br .not . Is it 
true that a new industry is being developed around them because of . 
their immense importance in chemical and biological developments for 
pharmaceuticals? ^ 

My second question is: Vihy not give the woman who has an abortion 
or has a nonviable fetus the property rights to that? Those property 
rights should be paid for by the hospital or by those pharmaceutical 
houses that are going to use t^he fetus for experimental purposes. 
This would solve the very interesting problem as to whether the 
fetus belongs to the woman 'and ^$hou Id be paid for by those who 
exploit it for whatever purposes, . including patent rights ^(j . 
whatever. 

I introduce thesLe difficult les * to show that even the physicians 
and the thecriogians are not <^uite prepared to grasp the very impor- 
tant ingred.ient of our society -- private property. Is a fetus 
private property? Is it salable? Under what conditions? Perhaps, 
the Supreme Court will discuss that. I might say that one of/tbe 
important ingredients in solving this problem is to place either a 
physician or a scientist on the next vacancy of the Supreme Court. 
That would certainly solve t,he situation. 

ROBBINS: I am afraid that might realiy'foul things up . ^ 

JAFFE: i could Very briefly address the*first part of your question] I 
don*t think J have the legator ethicist background to discuss the 
second- There are valid uses to be made of placentas^ not just from 
aborted fetuses, but from all placentas, including, those from women 
in term after a living baby is delivered. Hormones^ blood clotting 
factors, and other valuable material for medical practice can be 
derived from them. ,And, indeed, there have been commercial uses made 
of thcs(^, just as there are commercial sales of antibiotics. Per- 
sonally, J don't feel that this is inappropriate. 

ROBBINS: As far as I know, except for the fact that ..some ceHs derived - 
from fetal. tissue have been establ ished in tissue culture and main- 
taii)ed to grow viruses for vaccine purposes, fetal tissues, in 
themselves, have never had a market. 



FOX: .If 1 coifi4 Jnal!e one othop comment. In listening even to ^Se most 
' mddest and' the least. arrogant of us, I think. we keep saying that we 
can answer only this part of a question, or that.it lies outside of 
^ our coippet<^ce. All of us are disci aitning to have the range of compe 
*^ tencies, even when we are put together, that would m^e us collec- 
tively .the ultimate arbiters of the questions that are being posed ^ 
.in this Forum. 

I come back to the Supreme Court, because sociologically speaking 
this IS the body in our land that, in a nation under laws rather than 
under men, normally would be considered to be the supreme "group to 
speak for the collectivity on issues that are at once legally and ^ 
morally relevant. Vet a number of the comments we have made today 
suggest and this is not out of disrespect to the Supreme Court 
of our land that we are into an area where we can*^t separate oift 
a constellation of issi;es. If that case of Roe vs. Kade should have^ 
to be tried again and go all the way up to the top of the court 
system and our judges would have to sit again on those considerations 
the next decision, for example , 'would have as many .loopho 1 es , would 
have as many questions about personhood and when it begins. 

I suppose a social scientist should be able to give the magical \ 
answer to this. But dg we have current organizations and mechanisms 
available to us in our society for the arbitration of complex 
. questions of this-kind I refer not to just special groups, but to 
all of us and adequate to deal with these questions at, hand? I 
thiVik we are suggesting that maybe not. I don't know whether this 
is the group to get involved in making a new social invention, but ' 
I am sort of confronted with'ithat problem. 

JOSEPH BELLANTI: I am a physician 'and a professor at Georgetown Univer- 
sity, and I would like to say a word in behalf of fetal research. 
As a Catholic and as a professor at a-Catholic institution, I can 
handle both the*problem of fetal Vesearch as well as the conviction^ 
•of my religion. Any discussion of fetal research inextricably is. 
wound and tied together with the pn^blem of abortion, I thifik we 
have to separate tho^e two issues. Clearly, one*s belief about^ 
abortion is one thing, and one*s belief about fetal research is, 
another. 

I am a proponent of fetal research provided that it preserves the 
dignity, and the wQrth of humans. I have participated in fetal re- ^ 
search within the bounds of my convictions. I have obtained phymic 
tissue from fetuses and recorfstituted children suffering from immune 
deficiency. In a sense, we have saved the lives of others. The 
problems related to abortion are separate. In confCising the two, 
I think we do the cause of fetal research a disservice.* -I would, 
jysi like to make that point^very cl-ear. 

X 

KENNETH GOETZ: I am Director^ of Experimental Medicine at St. Luke's 
Hospital, Kansas City. Although I am a licensed physician, !• con- 
sider myself, primarily, a scientific biologist. I am also a former 
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fetus. I would agree in some cases that abortion and fetal research 
can be sepa»rated. Ho\%ever, if the fetal research implies the death 
of the fetus, I think that you a|re talking about the same thinfc. 

Nov%,» I have' :^truggl ed uith this question for several years and 
the thing that bothers me mostly, as a biologist, is when I look at 
It statistically. I look at each of us here having a lif« cycle, 
uh^ich starts from the day of concept-ron with forty-six specific 
chromo^oijcs that make^ unique in that sense. It seems to me that, 
therefore, the bright line we talked about a short time ago seems to 
be \ery out of focus and very hazy. What is the difference between 
one week and the next in utero? I confess that I cannot see it. 
When a fetus is something like six weeks old, the statistical -prob- 
ability of its being born, unless we as m*edical scientists do some- 
thing about It, IS perhaps 90 percent. The obstetricians aftd 
emhryologists can correct me on that. 'The problem we have to think 
about Is that, stat i st ical ly , . you are going to chop off a life cycle 
very eafl>; perhaps euthanasia* at the Qfher end of the cycl^, in 
some ways would be less unpalataJble. 

MURIEL NHLLI5: I am a special ccmsuitant -to the United Methodist General 
Welfare Board, specif ical ly. the Office of Drugs and Alcohol, with - 
particular emphasis, in recent years, on women and health. * 

There has been 'reference to the physician tb the fetus^' and 
Dr. ?rowTi was pleased to^note in her opening remarks that finaliy^- - 
researchers, pediatricians, and obstetricians seem*tq,I)e coming" 
together in common cause. I think that, in order to bring that full 
cvcle, we ought to go back to squa?^ one. I have heard no comment 
or concern heVe, nor any sense of assumed responsibility on the part 
of any of those disciplines, with respect to: the carrier of^he 
fetus and maternal jjjealth, such regulatory agencies* behav^ior as the 
F-DA in regard to oral contraceptives and additional hormones ipto 
the prescriptions for women, the myriad of those hormones in our 
food chain, or the possible consequences of taking a pumulative look^ 
by way of research rather than continuing on this path of isolated 
individual examination of tolera;|ce levels of one drug or another. 
The possibility that fetuses and women are contaminated with govern- 
ment approval is an abhorrent notion, but nonetheless^ it seems to 
me, a very real possibility right "now. As you are concerned with 
the health of women and -the ultimate health of their progeny, per- • 
haps one ought to start examining what we are doing or not doing by 
way of new levels of tolerance level management and research with 
resjjcct to the hormones that we are ingesting and being presijribed, 
as^^ell as Red Dye 2 and all of those things either taken , s'equen- 
.ty^^lly or simultaneously. 

{'I I will pose one question. Does anyone here ]yiow of a single 
ppiccc of basic research whose purj)ose is intended to determine, in 
a,dditidn to cattle, whether in women there are residues after any 
period of time of ingestion either through the food chain or through 
prescriptions of any of these known carcanogenic chemicals? 
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JAFFE: That ty'pe of investigation, of course, would be proscribed at 
, present in the pregnant woman. Irr the nonpregnant individual there 
are attempts made to assess how much of a given hormone is cleared 
of the body; how much of^^it is metabolized and broken down to in- 
active hormones, and how much of it is retained; 

Yoli are posing a very big problem, which, unfortunately, can 
only be gotten at a piece at a time. Yes, there are investigations 
designed to look at how hormones work, what they may be doing that 
is beneficial, and what they may be doing that is harmful. There 
is no big sweeping study, which would utilize millions and millions 
of dollars, that I am aware of to attack the whole problem at once. 

ROBBINS: I might say that you are proposing an extraordinarily difficult 
experimental problem. 

DORIS \l\lR\l: First of all, I would like to say that diethylstilbestrol 
is still being administered to women who chpose not to breast-feed. 
I was in ajiospital not too long ago where i saw it being used. 

My major concern, today, is that so much has been expounded over 
the condition of the fetus that will be destroyed. I would like to 
bring up the fact that virtually oone of the dru'gs presently given 
to pregnant, parturient women hav^ ever been established as safe in 

' regard to their long-term effects on the child. We have one in 
every thifty-three <:hildren today being diagnosed as retarded, and 
one in every seventeen as having son>e form of significant learning 
dysfunction. .None of these drugs presently being used, and presently 
being used in research, have ever been proven safe for the unborn 
child. think we are missing the boat. 
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Th^re hasn*t been much controversy in these proceedings so far, and I 
don't think there has been very much serious discussion of ethical 
issues involved in medical researcfi* The last panel was in total agree- 
ment. about everxthing that the> were willing to discuss or give answers 
to. There was no reluctance at all this fnorning to keeping the federal 
"government out of the research business. TheVe has been a lot of 
^reluctance this afternoon*, so'far,'j,to disc^i^inTormed consent and 
ethx<:al issues and the other things? that I think this Forum is supposed 
to be about. * ; ' * . 

iVhat we have tried to do is put together tSii following case that^we 
hop^ will change the level of discussion .and open up some debate. 

< 

'Hypothetical 6ase ' ' *'< 

Haym^s S>TicJrome is a disea^se of- the joirit^ that begins in early 
' ^ childhood and becomes progre^^vely^more.debilita^ng^hrough early 
adulthood, severely impair^ing' j'oint function Tn aD?)ut half the cases. 
The death rate' among Haym's Syndrome jv'ijtim^ is^^bout 10«percerrt 
'before.age eighteen,, increasing throughout adulxfiood to about 40 per- 
' cent by age forty. ' ^ r ' 

' All groups within the American popula^tion are at equal risk for 
this disease. " " ' ' * ^ . 

There is a conventional treatment' - that may bri--ng symptom relief, 
'.but there is no known cure. . < "'"^ ^ 
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Several competent investigators concluded after six months of 
animal studies that a new drug, 'NAS-18, if administered continuously 
in high dosages could well arrest the progress of the disease. 

Th^lr artimal trial s .however , have also indicated several dis- 
comforting although not serious side effects, -including diarrhea and 
insomnia. ^ 

The investigators decided on a two-year trial at their Haym's 
Syndrome Clinic at University Hospital. In their NIH grant applica- 
tion the trial was stated to have the dual purpose of measuring the 
toxicity and the beneficial effects of NAS-18 and weighing them 
against each other. * 

Forty potential sijbjects were selected. Thirty were outpatients 
at the Maym*s Syndrome Clinic. Of these thirty, ten were children 
ranging in age from five to seventeen. 

One of the investigators was the staff physician at the local 
juvenile training-school. ,Ten adolescents age ten to fifteen at the 
school had Haym's Syndrome and were therefore selected as the remain- 
ing subjects. \ 

At their next clinic viait, each of the thirty outpatients 
^wenty adults and a parent of each of the ten child subjects -- was 
asked to participate in the research project. One of the investiga- 
tors carefully explained the following to each person: 

That .NAS-18 was a neW d^ug that had shown promising 
results in previous tests. 'It might possibly be a major 
breakthrough in the campaign against Hayra*s Syndrome, and 
it might lessen the 'subject's pain. No one, however, could 
be sure of this unlfil. further research was undertaken. ' 

'That the prpce'dure simply involved taking pill^ on a 
regular basis and that their progress would be carefully 
monitored. 

-7 That previous research had indicated some chance of 
developi.ng the known side effects described earlier but 
'that, there could be other, unknown side effects. 

The, patients and 't;he parents of the chil'd subjects were then given 
a chance to ask questions and asked to sign the standard consent form 
used by University Hospital, [^'hat form follows the statement of 
the case.]. 

* ^.Parental consent was obtained for all but three of the ten trainr 
ing school subjects whose parents could not be located. The school's 
chief administrator's consent also was obtained. The subjects then 
met as a group with the investigator and were told that they were 
being asked to participate in ^ drug test that had been approved by 
the administrator.; They were given the same information as the 
clinic patient's, Vbut they were, not asked to sign 'a consent form. 
They were told that they could withdraw from the experiment at any,, 
time. • ' 
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/ The research proce^edej^ atcordingr to design% ^Hai^ th^^adults and 
'half the children>^e given NA5^-i8, the .^t/ior half a.pia^ebo/ / 
Dosages for ai). subj^ts w;ere increased 'perio(^ic<jlly durin^^"^^ 
year of the ,^rcsearclK; - ^' ^^f" \ ' ^ •"' \^ 

.Many af^the subj'ects se^ed to ben%fit sub|t<intial ly from the ' - # 
a^dministr^tion of N'AS-18 -- espe^fally t^e chiTdren whose diseas^o^ ' 
had not progressed te its most .debilitating stages. All Subjects 
. ' on NAS~18 *exj^f iei)ce''d less l^ain. . ' . 

Hj^wevei^ at a dosage wher^'^'AS-lS dpp<^ay6d to s|oW the progress 
of t^e d^seas(^, five sub-i'eCts developed .peripheral neuropiirffy, three 
so severe they 1iad trQUble vvalkin^^T The ' mvesti^^gators took aM five 
subjects off NAS-18.an'd reduged the dosage administered to the othe/ 
fifteen. • /" , . ' • ^ ^ ^' > 

^ Neither the reitiaining ^fteen NA5-18 subject^Tior the/fwenty • — 
control "subjects were informed of tl?e. neuropathy ./ F.oyr ihofiths later 
five more subjects deve^toped peripheral neuropathy.' They then were 
taken off the drug. ' . /' ^ / ^ 

NeaT the end of tnc trial , many of the subjects whos^;5^{3toms 
'had been most reliev<?ci told the inv^eirtigators th^/ wanted to continue 
,NAS- 18^ treatments. '''I'.xpeciiing an, aff irmatiyp/r.esponse", t-fiey were . , 
Surprisj^d and tlisappointed when ,t old that turther -trials 
sary before .\A5-18 could be appr6ved^a*s accepted 'treatment for 'Kayir s 
S>7idrorae and that the^y^couad ncrt continue on ttfo dry^a'ftef^ the^ end 
of the two-year trial. / 

At thfc^'concMu^ Lou^ of the experiment, all parients were taken/off 
NAS-18, told tha.t f^Grther re.seat^ch would be undertakeiyfeut no^^^at ^ 
UpiA^ersity Hospital, and thank^^d i^or their cooperatiofT and he'lp in 
finding. what appeared to be a^|<romising therapy ^/"llaym 's Syndrome .-^ 
Six/patients who continued to show ^bnornfal nerve conduction aod ^ 
signs of pcrxpheral neuropathy continued their visits to the clinic. 
^ ' . ' ' ' f J" ' ' 

We have cho.sen this hypothetical c<ise because it raisesAser^ioi^ and 
debatable issues. . Thi^ experiment should never haye been approved by 
the University's Research Review Committee op furled 'by the i'^^tional 
Institutes of Health. The researchers ga^ chiiSren a drug that waj 
never before -tested on humans. There was no need, for this, and no 
justification. Cjiildrdh shoiiJd.not have been used until the toxicity 
of NAS-18 had first been te.s^ted on adults, especial l>»'*sipce th^xperi- 
ment could, at best, have benefited the subj^ctA ohfy temporarily^. Even 
captive, -children were used, and used purely fo#the convenience of the 
' invest igaV^rs. ^-Institutionalized ch i Iclrerf^should not have been placed 
at risk when other subjects wore available. * 4. ^ 

Three children w^re used without the consent of even their parents. 
Nd" child, at least one of' whose natural or adoptive parents were not 
available-to give informed consent, should b^ the' subject of a non- - 
therapeutic experiment. None of th(^ chi<itdren we^e themselves asked to 
consent. I submit that'no 'cHi^ over seven should bej)laced at risk in 
a nontherapeut ic experiment w-rthout his or her approval. 



UNIVERSITY HOSPITAL 
Program of Clinical Investigation 
PATIENT'S CONSENT 



I , understand that the 

physicians at University Hospital are engaged in diagnosis and 
treatment of diseases, research on the nature of diseases and 
investigation of methods of diagnosis and treatment. I have \ 
been informed of the nature of the program of clinical investi- 
gation and procedures that is/are briefly described as: 

ADMINISTHATION OF \'AS-18.F0R RAYNl'S SYNDRC^IE 

My physician has explained to me the procedures to be followed, 
identifying those that are experimental. He has also described 
the possible discomforts and risks as well as the benefits to be 
expected, I have been informed 9oncerning the availability of 
appropriate alternative procedures that might be*' advantageous 
for me. . ■ " 

I have had the opportunity to ask questions concerning the 
procedures. I .further understand that I am free to withdraw 
my consent and- discontinue participation in the study at any ' 
time. 

I hereby voluntarily consent to participate in this study 
and voluntarily consent that treatment and diagnostic pro- 
cedures ^5 described above may be performed on me. 



(Signature of patient or legal guardian) (Dat^) 



(Witness) Cannot be the Physician 



NOTIi: If there is anything that you do not understand about 

this explanation, ask the doctor for further information. 



PfiYSICIAN'S STATEMENT 

I have offered an opportunity for further explanation of this 
^ procedure to the individual whose signature appears above. 
0 . ^ 



(Signature) 
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In this experinent both children and adu>ts were nisused. True in- 
formed consent requires conplete disclosure. The University Hospital 
investigators failed to disclose that a raaior goal of the experiment 
was to deternine the toxicitf of SAS-IS. They failed to disclose that 
the drug had never before been trie.d on husians. They did not tell the 
subjects that an alternati\e treatment that night relieve their syirtptoms 
v,as available. They failed to disclose that every subject had a fifty- 
fift> chance of receiving a placebo. They failed to tell the subjects 
taat'tne experirent would end in two years, and that even if the sub- 
}<?ct5 benefited fror? NAS-lS, the> would not be permitted to continue ^ 
this drug therapy. And when neuropath) appeared in a few sub^jects, the 
researchers failed to reobtain consent in light of the new danger; they 
failed, in fact, even to inform the others of the most recently discov- 
ered risX._ 

It shoufd be noted that the subiects used were the doctors' patients. 
The Mippocratic Oath states: 'The health and life of my patient w.ilL_be 
my first consideration." That Oath was broken in this case. The 
investigators* primary interest was not in their patients but in their 
research. As a' result, they used patients who-should not ha^e^been 
subjected to research, and they used them needlessly ami rrrespon>ii)ly . 
A 'physician who uses his patients as research subjects inevitably places 
hmself m a conflict between his role as healer and his role as re- 
search investigator. I seriously question whether any physician should 
be permitted to conduct a nontherapeut ic experiment on his or her own 
patients. Certainly a research subject's health interest should alwa)-^ 
be*protected by a third party not involved in the research. 

I began^y stating that this case should never have been approved 
by the University Hospital's Research Review Committee. I do not think 
It would have been approved if such research review committees were 
properly consti tutedt—^eci sions about risks and benerits, how subjects 
are to be selected, and the adequacy of disclosure Ind consent are too 
important to be left to the medical research profession, persons with 
a vested interest in the outcome of their own and their colleagues.^ 

work. . 

♦I suggest it is time that review committees be required to open 
their meetings to the public. We have heard a lot of talk about open- 
ness this morning. I think it is the^peer review process that needs to 
be opened up to public scrutiny. I suggest also fnat it i5 high time 
•that the peer review process involve not just the peers of the re- 
searchers, but the peers of the subjects as well.^ 



LEON EISEfvBERG 

This panel is not one of unanimity. I would like to tell^ a clinical 
vignette to illuminate the situation. 

All of you are familiar with the time when Moses arrived a.t the Red 
Sea with a "hiultitude of the Jews chased by the armies of the pharaoh. 
At that point he turned to the terribly distressed grpup, who saw the 
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Red Sea ahead of them, and said that he had both good news and bad news. 
The good news, as he announced it, was that the Red Sea would divide, 
in the middle so they could go through on dry land, that they would 
arrive on the other side just as the pharaoh's army entered, that the 
sea would close again, and that they would emerge victorious. There 
was loud cheering until a snail chap at the back of the crowd said, - 
"hnat is -the bad news''" 

"Kell, the bad news is that c^fore I can do it, we have to fil-e an 
environsiental inipact statement'." * 

To turn to the other side of the question, I have another story. 
When the Archbishop of Canterbury, the Chief Rabbi, the Pope, and the 
Grand Mufti were killed in a plane crash en route to an ecumenical 
congress on the Ethics of Medical Research, all four, as was to be ex- 
pected, were admitted to Heaven without unseemly delay. They were, 
however, somwhat perturbed to learn that there were no privileged 
elites in Heaven. Each of the multitude of souls had to wait his or 
worse, her turn in the cafeteria line when meals were served. This ' 
was a bit awkward. But being men of. vast and humane scholarship, they 
recognised the justice of the contemporary trend toward egalitarianism. 
After some days of rather painless acculturation to celestial life- « 
styles, they were quite put out when a short bearded man wearing a 
w'hite cap and gown elbowed his way to the front of the dinner line, 
demanded and was granted immediate service. Their Eminences insisted ^ 
upon^an explanation, only to be told -- '*Shh! That's God I He likes to 
play doctor/* 

Although I have this story from a reliable source, I will not insist 
on its authenticity. Apocrv'phal as the tale may be, it represents 
conventional -wisdom about medical behavior. There are doctors who 
enj.oy playing God, perhaps even some who entered medicine precisely 
because^they saw no other avenue to deification m readily at hand and 
with so little risk of being certified as lunatic. Doctors are to be 
fouiid at every level of ethical sensitivity, including nofie at all; 
but I insist, so are lawyers, judges, philosophers, and theologians. 
What does distinguish physicians is the tradition, centuries old, to 
guide our behavior in .clinical transactions. We have been assigned, 
from time before history, the agonizing task of confronting suffering 
.and deafh, most often without means adequate to alter their course, but 
with very broad sanctions from society. ^ 

What has been, of course, is nc3^ necessarily what is best even 
if sufficieht to its time, may no longer suffice. But before we en- 
co(Je, legislate, and thus inevitably bureaucratize medical ethics, 
caution ma^ not be inappropriate. The very informality of the tradi- 
tional relationship between physician and patient, for all the risk of 
abuse it entails, may be the talisman that permits particularized and 
personal solutions for matters in which ambiguities inhere. It is 
just passible that the social cost of erecting legal barrier^ against 
the possibility of harm may be the elimination of a far greater benefit 
conferred by the flexibility of general and necessarily imprecise 
guidelines. 
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ese prefatory remarks ^re stinulat'ed bv a climate of opinion, at 
St in Massachusetts, which alDOStj^xpl icitly iciplies that medical 
searchers are nad, or at least sel r^^serving, scientists frora whom the 
iblic, as potential victim, must be protected by the benevolent inter- 
position of- courts, theologians, and assorted huinanists. I suggest 
that all parts of that proposition n^rit searching exanination before 
Deing received as the revealed truth. . ^ 

The current zeal for zero risk, a goal by definition unattainable 
v^ben research b> its nature is a verrure into the unknown, threatens 
the very possibility of acquiring that new knowledge which might prevent 
present ham and pefriit^ future good. Drugs and procedures in current 
use, sanctipned by familiarity arKi lacking the label reeear^ch^ are 
readily assumed to of established value when the> may rest on no 
more than custom. V^ithholding them, or substituting novel items, courts 
public outrage. Yet <:ontroLled therapeutic trial is the principal 
avenue to evaluating their effectiveness. hTien other physicians fled 
Philadelphia during the epidemic of yellow fever in 1795, Benjamin Rush, 
dedicated to his calling, remained at his post after bundling his 
family off to the safety. of the ^countryside. Messianic in his zeal for 
purging and J)lood-lett ing, therapeutic marveuvers based on contemporary 
authority, he went from home to plague-ridden home, causing more carnage 
than^the disease ^tseif. Good intention and willingne'ss to undergo 
personal risk provided no substitute for knowledge then, nor do they 
now. . . 

Health is hazard to fashion when v,e impose standards for therapeutic 
trials that demand assurances of safety and efficacy beyond those that 
can be offered for the best of- contemporary medical practice. The 
current preoccupation with the dangers of research, dangers that un- 
questionably merit public discussion, is uncommonly set in the appro- 
priate context: namely, weighing on the same scale the dangers of KOt 
doing research! ""Some wo'uld have us regard the percentage of research 
proposals rej'ected by a human studies corranittee as a measure of its 
effec^veness in protecting the public interest, without independently 
assessing the scTentific and ethical soundness of the approved or dis- 
approved protocols themselves. Clearly, kudos for the highest research 
rejection batting average imply that the proper target for the review 
committee is blocking human studies. To the contrary, I suggest that 
the systematit imposition of impediments to significartt therapeutic 
research is itself unethical because potential benefit. is being denied. 
This is not a call ioir unrestricted rights for medical researchers by*^ ' 
invoking the 'suffering of mankind as justification. It is a plea to 
weigh the cost-benefit ratios in both directions. The decision 'not to 
do something poses as many ethical quandaries as the decision to do it. 
No;t to act is to act. 

/ Let lis now turn to t,he protocol for NAS-18 and the hypothet;ical case 
^hat our panel has put, before you. We can agree that the first trials 
should have been limited to adults. Nonetheless, that step would have 
lessened but would not have eliminated the hazard in a subsc^quent pedi- 
atric trial. There is significant residual ambiguity about probable 
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effect uhen a drug is first* used on an infant or a child e\en after*ex- 
haustive animal tests, because or interspecific differences, and after 
Its use in the huinan aJult, because of develoDDcntal differences. Rate 
of absorption, body distribution, detoxification, excretion, and end 
organ responsiveness differ between the infant, the child, and the 
adult. Beyond these .pVonpt l v..-«5etectabl e effects is* the deeply trouble- , 
some question of 16ng-tern consequences for growth and development. One 
need only recall the potent effect of sex hormones given during preg- 
nancy or at birth on the organogenesis, sexual development, and subse- 
quent behavior of the organism, when there is i^o longer any chemical 
residue of the drjg. 

Suffice it to say, there is a nontrivial risk whenever a drug is » 
given for the first time to a chi^d. Further, the more potent the 
drug in treating the condition at wkich it is directed, the greater 
the risk of undesired side effects. IneV'-itably , the more widely the 
drug IS used, the greater the likelihood of encountering ^^dlosy7lcratlc 
responses not previously anticipated.- 

Even if risk in research be inevitable, inequity in exposure to risk 
need not be. As in the hypothetical protocol, the patients on whom 
research is most often done are clinic patients. In the past this has 
been explicitly justified on the grounds that this was the price exacted 
from the poor for the privilege of receiving charity care. Few would 
defend that position today. Yet it continues, less by plan -or conspir- 
acy than by the nature of the medical care system. Investigators afe 
Ipcated in teaching hospitals. Teaching hospitals are a major medical 
resource for the poor. The poor become the patients on whom studies 
are done. There is no justification for putting particular segments of 
the population at risk unless the disease under study is itself limited 
to such'populations. I doubt .that we wilk^ind a way of distributing 
risk across all, segments of society until w^ have a national ^h^^alth 
f-^service ^9^3^ citizens. Only then will it be possible* to guarantee 
et^uiX^ 'bJ^^'HTstributing risk randomly, once we agree ^hat the assuijiption 
of risk for social benefit is the responsibility to be shared by all 
citizens. 

A second difficult question inheres in the meaning of informed ^ 
consent. When risks are specifiable, when it is possible for the 
patient to make a rational decision, it is clearly the physician's duty' 
to inform the- patient fully. That has long been a hallmark of good 
medical practice and sound clinical ihvestigation, although it has 
become fashionable to present it as contemporary discovery. But what 
doe^ informed mean when what is available to the physician, let alone 
the patient, is not information but noise? In what sense is there a 
choice to be made between Treatment ^and Treatment B if there is no 
proof that either works or that one i,S' superior to the other? iftiat 
right' have I lost if I, in a national health plan, am assigned to a 
randomized trial without being free to express a preference when thai; 
preference can only be capricious? If there is evidence that Treatment 
A is better or less toxic than Treatment B, my doctor is incompetent 
as well as irresponsible if he does not recommend A and press it upon 



ERIC 



o 10-0 



DC ulth all the force of his noral suasion. The very justification of 
a randoi3i:ed trial is the lack of information ra permit a rational, 
that IS, an infomed choice. 

All will agree that when the patients a-re children their parents must 
be fully inforn»ed and permitted unconstrained choice. This immediately 
identifies tv.o \iolations m the NAS-18 protocol: the .use of a captive 
population u.e.,»the delinquent^ in. a training school) and youngsters 
v^ithout a responsible parent. .None or fev. would argue that the concept 
•of infomed consent is appropriate for the infant or the very young . 
.cnild. But some, like Mr. Smith, insist upon its applicability, even 
after parents ha\e exercised their role,. for the child seven years of 
age or older. I fail to understand hov. a child'with an illness threat- 
ening life or limb can '*decide'* v^hether to be treated, or when to choose 
the standard treatment' or the experimental one. .Should we let children 
decide whether they want to take an immunosuppressive drug for leukemia, 
or insulin and diet for diabetes? In what real way is it meaningful to 
-propose that a child should elect whether or not to enter a clipical 
trial v^hen the immediate aspects of the procedure discomfort, restric 
tion, av^esomeness and the like can be expected tp outweigh his or her 
ability to reckon with the long-term consequences of the illness? We 
are being as'ked to ratify a legal formalism that fails to correspond 
with the realities of cognitive and affective development. 

Some groups and individuals, in the name of children's rights, would 
go further. They would deny parents the authority to consent to thera- 
peutic trials for their children without the interposition of a court- 
appointed guardian to 'represent the child's interests. It is true that 
thej:-e are parent^ who, burdened by a handicapped or difficult child, 
^ght welcome ehance to fcye rid of him. Indeed, once in my career, 
a father and a mother .volunteered their child for "any experiment you 
suggest" e\en though none had been proposed to them. But^ such parents 
ar^Tiire. Further, it should be an ethical imperative for clinical 
inVes^j^ators and research rfeview committees to protect, chi Idxen from 
harjn from whatever source.^ The routine imposition of the court between 
•parent and child would threaten the family trust and integrity that 
government should preserve. I remain to be convinced that courts will - 
be wi-ser, on average, . than parentis and pediatricians. I know that they 
will be slower; children.* s rights do not keep we-1 1 . « 

I see no justification for the use of a "placebo" in the protoool^ 

rattier than ttie ^''conventional treatmehit^'^'as a basis for comparison, 
since v^e are told that^ conventional treatment brings symptom relief. 
Further, it was unethical to withhold information on thfe unexpected 
toxic neuropathy. But I do not accept Mr. Smith's proposition that 
'/researcher^. . .nOl dse as subjects persons with whom they Kave estab- 
lished a doctor-patient relati^Dnship. " Clinical investigators are - 
likely to be just those physicians most knowledgeable about the disease 
under study, the 6nes with a large group of patients they are caring for 
and whose care they seek to improve. Shail investigation be restricted 
to physicians with limited experience and few patients? The altogether 
remarkable progress in the development of anti-leukemic agents for 
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. children with leukemia was the work of precisely those clinicians hith 
the greatest experience in the treatment of leukemic children, and the 
subjects of the'therapeutic trials were* those doctors' patients. 

Knowledge and involvera^xjt are the preconditions for ethical judgments. 
Ignorance may assure disinterest; it also guarantees misfortune, 

CHARLES HALPERN 

Roughly speaking, -xen of the last* twelve speakers at this microphone 
have come to the subject of human experimentation via the laboratories 
and clinical research, including Leon Eisenberg.« f have come to the 
problem of human e;cperimentation, particularly with children, fjrom a 
quite different direction, and I think that direction is relevant to my 
response to the Haym*s Syndrome case that we presented and to the pro- 
ceedings thus far. 

. I -came to the practice of human experimentatipn* in ;che Partlow State 
School for the Mentally Retarded in Tuscaloosa, Aliabania. This was not 
a field in which I had any training or specialization, and what I found 
in the Partlow State School, quite apart from the hum^n experimentation 
issues, was a shock and an education in itself. 

More shocking still, however, was my discovery that some of the worst 
abuses of mentally retarded children were under .the direct supervision 
of Ph.D.'s ancj^M.D.'s, were undertaken in the najRc of scientific re- 
search, and were funded by the Department of Health, Education, and 
Welfare. IVhen I investigated this practice I dis.covere^ what I am- 
sure most of you know: that our institutions for the Tp^fttai ly retarded 
historically have been a free fire zone for biomedical researchers. It 
is not in Alabama alone that you find these kinds of situations. One ' 
need onl>^ to go to an institution like Wi 1 lowbrook,. in .Vew York, to^ see 
not only the practice of eighteenth-century medicine, but also highly 
sophisticated biomedical research undertaken on these children, 

WTiat has emerged in the past few years is aj^te^ition to problems i)f 
human experimentation from those who do not appr<;jach the problem from 
the angle and perspective of the biomedical researcher. Particularly 
lawyers and social scientists are showing a healthy interest in human 
experimentation in general, and in particular to thos^ experiments^ ^ _ 
tha't are undertaken on resea~rcfTi subject populations, who are leasl'lble 
to care for themselves: the mentally impaired, children, prisoners, 
and other people who are involuntarily confined and, for that reason, 
• less able to negotiate* with experimenters in their own interests. It 
' is; I think, significant that on this panel we have two attorneys, 
William Smith and myself, who are actively involved in advocacy under- 
takings on .behalf of these disadvantaged popurations. And on tomorrow's 
program Alvin Bronstein will discuss thre situation from the prisoners* 
perspective -- a group with which he has been^actively involved. I 
think it is one of the outstanding features of ^this Forum that such 
advocates who share the perspective of subjects in the experimental* 
process have been included on the program. 
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Let me make briefly three points about the Ha^xTn's S>'ndrome Case 
that you have been presented \^ith, and then lome more general observa- 
tions based on the case and on this nK)rning's discussion of human ex- 
perimentation .m general. 

First, with regard to the case: I concur in Bill Smith's judgment 
that the consent obtained, whether from children or adults, was grossly 
inadequate. There uas a failure to gi\e adequate information on which 
decisions could be made. Further, there was really a failurje to obtain 
the consent of the children involved in -t-he process. According to th^ 
facts that were set out in the description, some of 'these children uere 
as old as seventeen years. That they could adequately understand as 
well as their parents or their guardian the nature of the risks they 
were being asked to assume, is I think,' self-evident, ■ 

A second question to emerge from this case study is the one of 
where the human use committee or the peer review committee was through- 
out all, these proceedings. The protocol in itself, as it is very 
briefly sketched in, has obvious failings. In particular a peer review 
committee should look closely at the procedure by which informed con- 
sent is to be obtained. Clearly, there was no such inquiry-here. 
Further, the peer revieu committee has a continuing obl-igation to moni- 
tor the experimental process as it moves forward. Clearly, there j^as ^ 
no continuing monitoring in this case, or the neuropathology that 
emerged in the course of the trial would have necessitated a basic 
reevaluation of the entire research design. ' | 

The third point to be made about this study is its total failure * 
to deal with the special problems "bf institutionalized children and 
children uithout parents. Instead of simp'ly side-stepping a consent • * 
procedure, efforts should have been made to bolster the capacity of 
these children to understand the procedure and to give an adequate 
consent. If we are dealing with children in their^late teens, surely 
by the appointment of some sort of independent specialist or the like 
it would have oeen possible to a-ssure their actual consent. 

Most egregiQusly in this experimental description is the fact that 
the investigators were wij^ng'to accept the consent of a superinten-1 
dent to an institution, as if that were, the consent of children 
resident in that institution. I thinl< the history of abuses of insti- 
tutionalized children and the failures of such superintendents to 
adequately safeguard their interests clearly establish that a consent 
of that kind if grossly inadequate. The Haym's case, nn the dimensions 
that I have tried to highlight, is particularly distressing because the 
HEW Regulations th'at were issued in August of 1974, allegedly with the 
intention of safeguarding less competent populations, institutionalise 
and continue some of the abuses reflected in the case. 

First, they would carry the peer r^eview committee over into insti- 
tutions. for the mentally ill and mentally retarded where the risks of 
overreaching by the investigator are even greater. Peer review may 
make sense if we are dealing with an academic community. If we are 
dealing with an isolated mental hospital somewhere m upstate' New York, 
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whejre there is no group of scientific peers closely observing the 
process, it is a totally inacicqu^^ safeguard. 

Second, the HEW Regulations, \%ould permit superintendents .of insti- 
tutions for the mentally retarded to give their, consent instead of the 
consent of the nental ly ^.ncompetent residents in those institutions 
an invitation, I suggesjt, to abuse of the kind \%e all have a common 
interest in avoiding. ' , • 

Finally, in the MF.'a Regulations, because they do not require case- 
by- case- indiridual a led reviei^^,a£_liie ade^quacy of cpnsent. there i s no 
assurance that adequate information or \%hich tb make an intelligent 
judgment will be provided to potential research subjects. 

In my remaining time, let me make a fe\^ general points, triggered 
by this morning's discussions as well as this particular sto^. 
Dr. i^loore cautioned us to avoid "the folly of abstract and general 
formulation" in an effort to control the process of biomedical research. ^ 
It may be folly to be -too precise about general forrn|^tions , but to 
provide explicit and reasonably understandable guidelines for 
researchers is vitally important. This is, to a lawyer,^ self-evident. . 
What we are dealing with, when we deal with a legal process, is a $et ' 
of rules and a set of procedures to assure that those^rules are reli- 
ably enforced. The enterprise of human experimentation should be viewed 
as one that takes place within a framework of law, of rules, and one 
-in which procedures are provided to assure that those rules are equita- 
bly enforced. The rules need not be so precise as to tie the hands . 
of experimenters; but they can be and must be sufficiently precise to \^ 
provide a ffamev^ork in which the experimental process takes place. 
For example, it is a reasonably wel 1 -understood and properly under- 
stood rule thai informed consent be provided by a subject to research, 
with a few limited exceptions. This i^^a rule that is important in it- 
self and that. should be backed by adequate procedures to assru're that" 
it is not disregardeid. * * ^ ^ ' , 

A second observation: self-policing within the scientific community 
has not been good enough, particularly where we are dealing with human 
subjects who are disadvantaged by incapacitatix>n for reasons of rfiental 
deficiency or people who are incarcerated. There have been gross . ■ 
abuses in the past in our institutions for the mentally retarded, in 
other juvenilQ institutions, in prisons, and in mental hospitals. It 
is insufficient t»o say that the scientific community has regulated 
itself, and should be permitted "to continue to regulate itself. I am 
saying no more than the obvious proposition that scientists doing re- 
search in such institutions are not abovQ the laV. If a treating 
physician is prohibited from using certain kinds of treatment modalities, 
such as, for example, electric shock with large cattle prods in order 
to keep patients quiet, it is no more acceptable to use such inter- ♦ 
ventions and strategies if the purpose is allegedly a research purpose. 

A third point I have mentioned briefly and would like* to state 
' again,. is that peer review is not translatable from the university con- 
text into institutional settings; and the HEW Regulations that are 
written as if it were commit a serious error. 
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Finally, let me make two points abo\it the present state of develop- 
ment of public regulation of t-he process of human experimentation. 

We are at a point at which regulation of human experimentati on VshoulS* 
be approached from an experimental perspective. When we develop new . 
mechanisms^ or translate old mechanisms from one set to another, we 
should^ do it with an experimental cast of mind, and we sho.uld structure 
those undertaki,jigs in a fashion that is going to give us useable data. 
Perhaps the most shocking thing to Jlay people is how little is known 
about vs'hat experimentation is going on, where, and under what safeguards. 

When I was in Michigan recently I discovered to my surprise, for 
example, that the Commissioner of Mental Health did not know which 
mental institutions in his 'state had experimentation going on, or What 
Mie nature and* character of such experimentation might .b6. It is impor- 
tant that we begin fathering data on what research with children, and 
with others, is going on now, and try to develop some ways of learning 
what the consequences on the experimental pj'ocess would be of inter- 
posing various kinds of limitations, and controls on experimentation. / 
tVhat, for example, would be the consequence on the development of new 
.knowledge if we were simply to say that there will be no more experi- 
mentation in institutions -for the mentally retarded? I don't think ^ 
anyone can even speculate reliably oji that subject, . . . ^ 

Finally, in approaching the problem of imposing controls on human 
experimentation, I would like to come back to ^ point that was discussed 
briefly and inconclusively this morning: the manner in whic.h' decisions 
can be institutionalized.^ This is appoint that Renee Fox touched on in 
her intro'duction. I think it is quite true that existing d'ecisioYtr 
making institutions are inadequate for resolvirtg the difficult questions 
posed by human experimentation. It is too late in the -gjame to go back 
to a process that relies on the principal investigator to make all and 
every ethical judgment that arises in the context of his experimental 
design. Equally clear, I thiiik, and emerging with greater clarity, 
is that the courts are very blunt and inadequate instruments "for making 
thesb kinds of judgments. A collaborative effort on the pirt,of the 
research community and other interested persons, including representa- 
tives of subject populations, is urgently needed to develop new kinds 
of institutional arrangem^ents for making these kinds of decisions. In 
practical terms, new care*ers pould be created that would facilitate 
these kinds of decisions. Should not social workers, for example, 
interest themselves in the process by which informed consent is obtained 
and assured? Shouldn't lawyers be educated in the problems relevant 
to experimentation so that they can advise subjects, so that they can 
-acivise experimenters, so that they can advise those institutions that 
house experimental programs? ^ * ' ^ 

A theme that was sounded this mGrniTl^ was that the matter should be, 
left to sci-entists-r- I— think it is already too late for that resolution. 
What is needed is a constructive^collaboration betweefi research scien- 
tists and others and an explicit recognition that the problems of human 
experimentation have not only medical and scientific dimensions, but 
also ethical dimensibns, legaj dimensions,^ and political dimensions. 
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INQUIRY AND CQMNtENTARI 



DON JONES: I am a professop, of medicine ^at Wayne State University, 

Detroit. I think this has been, a very useful panel^so far, because • 
it has hit on some problems that we have dealt with, and I would 
just like to give lOur vie^wpoint. 

I am chairman of our Ethics Committee. One of the main things 

* that we have had trouble with, and. Mr. Halpern has brought out, is 
the fact that we need somebody to turn to for^ help with these 
decisions; although we have theologians from several faiths, lay- " " 
men on the committee as well as' scientists, we have great ti;ouble. 
with these, as' you can inagine. I am in full agreement with both , 
Dr. Fox and Mr/ Halpern *that some kind of forum be developed so 
people can turn to this area for help. j 

The problem of monitoring becomes very important in a university 
of limited resources. It is hard enough to get enough people to be 
on 'the committee and to be loyal to it, let alone to act as police- 
men, too. So I am bringing- up that as a practical issue. 

As to public opei>rfess, I think most committees really trying to 
do their jobs do haVe public forums. One of our most lively discus- 
sions had not to do with patients but with chimpanzees, as a matter 

• of fact-,., and we had an open forum with the Humane Society on that 
and fiifally solved it. Bu^ it reminds me a> little bit of a panel 
her^ at the National Academy- on alcoholism, in which one of the 
'doctors was describing how he had trained his chimpanzees to speak, 
and the question of informed consent immediately came up for the 
chimpanzee^. 

I hope that we will address x>urselves to the idea of getting some 
kind of a national panel. The only area we can turn to at the pre- 
sent time is the • Inst itutional Relations Branch of DHEW, and they 
have been very helpful and very useful, but I wonder if they are the 
ones to make these decisions for us. 

KARL COHEN: I am in the Department of Philosophy at the University of 

Michigan/ , • * 

Let me say first, with respect to the case that was presented in 
hypothetical form for us, thatUt is not really^very helpful, 
' because I would suggest tKat any self-respecting human subj^ect review 
' committee would bounce it with very little attention, and it calls 
.for Tio very careful inspection to give that result. But there are 
some difficult questions raised in the course of the discussion of 
it. One of thesQ I would iike tp direct tp Mr. Ha-lpexn, whose . 
spirit I largely, although not wholly, share, and th^t concerns the 
kind of consent one must seek from youngsters who are in a positioi\ 
to give consent and yet are technically minors'. With' you I am out-\ 
raged in the instant case^that persojis of teenage and arbove are not . 
asked for their consent in an experiment of this sort. \ 
With Professor Eisenberg I understan^- that there ai^e circumstance* 
in which one cannot oblige consent of/irrlnors of middling age, and I \ 
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would ask yoU, Mr. Halpern, and you. Dr. Eis^nberg, if you could 
help us in this inquiry into the probleni of consent concerning young 
sters, help us to formulate principles accord.ing to which consent 
^ should be obligatory, encouraged, almost obligatory, -and th'e like. 
Clearly the rule of seventeen yedrs old is absurd. I think most 
in the fiall will agree with that. But there may be some chronolog- 
ical rule that is helpful, or ahere may be some other principles 
that are, helpful in this respect. It seems to me that it is just 
in this" sphere that a' forum of 'this kind might make some real 
progress. " 

EISENBERG: Well, I think that you and I would a|l^ ^hat at seventeen, 
one .is as adult in all likelihood as one is goiAg- to be. At s.even/ 
one is likely to have a long distance to go. And there mus,t be some 
point in between at which informed consent may begin to be meaning- 
ful' and not before. I guess the difficulty in answering the problem 

^ d'eals.with one of the serious issues tjiat we -have before u?. Is 
there to be^trust in the relationship between 'the hospital, the 

- institution, the physicians, and the public, and those moTiitorihg 
, the care? Or is there no trust, and therefore must everything bes^ 
spelled, out? I-f one could writ^ a set of regulations t^at agreed 
thc^t one would look at each instance, at the nature of the child, ^ 
the child »s understanding, and the appropriateness of a procedure 
for a given age, ,then I am sure that Charl'es and I would have no 
difficulty agreeing that it is reasonable f9r Smith but not fpr 
Jones. It is difficult for ine^to imagine how one writes that into 
a codebook without so restricting freedom that you end up getting 
informed conservt from someone at seventeen who is really incompetent, 
and then failing to get it from someone at twelve who might .haye^ 
mora understanding than the seventeen-year-old. 

SMini; I just want to make a couple of comments about the informed 
consent of children. Obviously one has to distinguish betweefi 
children of different ages. I- would not apply an informed consent 
,rule in a therapeutic situation. I would define a therapeutic 
situation ^evy narrowly, howevV. Where the child is too young to 
understand -- let us say th6 child i^ seven or eight I would 
superimpose a third party having no interest in the research, no 
interest in the researcher or his success or failure ih his research, 
in order to obtain that consent in addition to the consent of the 
parent. 

DENNIS ^SAVER: I am ^ student at the Medical College of Pennsylvania." ' 
• Given that risks in human experimentation are unavoidable, everf 
if the risks should be equally distributed among the population, 
it is axiomatic that the risk will precipitate upon some subjects 
of experimental procedures. The question then arises of to what 
degree, the researchers and ^society as a whole bear responsibility 
towards those unlucky enough to suffer unexpected, "untoward effects? 
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I If continuing or even lifelong medical care is needed for treatment 
of these iatrogenic illsf, should the patient pay the cost from his 
or her own pocket? Obviously the failure to disclose tjie origin of 
the. illness to the subjects in the case study we have seen this 
afternoon is indefensible; but it is not even clear in this study 
whether all subjects who experienced peripheral neuropathy were 
given continued treatment or if this was free ofcharge. Is the 
. concept of a national insurance risk pool or some vatriety of no- 
fault insurance desirable or a practical remedy in this case? , And 
in 'the meantimV, what is the responsibility of the physician, inves- 
tigalot* to patients afflicted with unfortunate sequelae to. experi- 
ments? Although I would have preferred to infli9X this question on 
■ a more complacent panel, perhaps^'Mr Smith wou-ld care to respond. 

EISEN'BERG: Before Mr. Smith does, I would' agree to absolutely complete 
• and to'tai coverage. And^ I would like to extend it to the notion 
that if someone is the unfortunate victim of a medical misfortune 
thtft is, an anesthetic death not because the anesthetist .was incom- 
petent, a depression of blood marrow in the perfectly appropriate 
mse of a drug that th^t individual ought to be compensated whether 
the doctor did the right, thing, or not, by a no-fault kind of arrange- 
ment. If the doctor did the wrong .thing, he ought to be prosecuted 
in court. And the notion oV^ getting compensation depending upon 
demonstrating that the doctor was incompetent seems to jne to avoid 

• UK. 

Now I have been very much concerned that there is not, to the t>est 
of my knowledge, an adequate policy in research institutions to cover 
the consequences of untoward effects on the subjects even after 
everything else has been done right and they knew what they were 
doing. Why should they be victimized, especially when they volun- 
teered for such a drug? 

SMITH: I am not j5ure that I remember all the questions ""encompassed in 
that question -- one of them had to do with compensafting victims. 
I don^t know if the insurance industry will ever ri^e to that 
occasion. I suspect not, and-I am told by people at NIH that they 
will not. Certainly I think the fed^rTT^oyernment hgs ^n obligation 
to provide no- fault type insurance where peotole are injured as the 
result of research. • \ • b r 

^ I think you alluded ta the question of distributing the-nsfcs of 
research. Dr. Eisenberg and I , I think, would part company on that, 
as well as- on a number of other things. I would not,agrefe with his 
randomized, noninformed consent Health insurance scheme. I would 
» prefer to take a first step before that and to exclude from all 
medical research that i§ not therapeutic to the individual institu- 
tionalized persons and children, unless i^ is absolutely essential ^ 
that the research be performed on that particular population and can t 
be performed on another population. 
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HALPERN; Let me just add two brief observations. First of all, there » 
is the subject that we hav0 Tiot discussed explicitly: researchr . ^ 
sponsore.d- by drug companies for qommercial purposes. Typically 
these drug tests are designed for submission to the F0P4' and Drug 
Administration^in support of new drug applications. HEW has ample 
jurisdiction to** impose the kinds of limitations on that research 
process just as if these were research undertakings sponsored by 
HEW, jnd I t^hink it reasonably clear that they' should do so. How- 
ever, in revising \heir proposed regulations to govern research, 
they have excluded research done for submission to the FDX. In the 
first draft they had included it,' atid in the second draft they ex- 
cluded it> 

*4 The point you are. making ;with I'egard to an insurance r»equirenent 
^ seems to" me to" be p^rticulajrty appropriate where you are dealiiig 
with* research sponsoredt.l>y a drug company for commercial purposes. 
Such compJanies shou^^ be Under ^ statutory or administrative duty to 
■assure any iatrogenic damage done by the experiment des;L^ned was 
insured. 
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.MICHAEL HAiMILTON: I am a canon at the Washington Cathedral, and serve 
. on the medical board of Mil. The consent form, w'hich has been well 
criticized /or its inadequacies, has a couple of defects I would 
like to comment on, because they seem to me to be in general 'practice 
, some of the protocols we have to deal with. 

First of all, with regard to placebos, is the advantage offered x 
to the/re searcher .to hide from 'the prospective patients that placebos 
\iiiyoe used. This enables more people to be recruited. I think 
it is Unfair and should not be in any protocols, simply because 
some-p^£>2le join in the^ experinjentation in the hope of gaining a new 
proceduraT'^^Tug-, and they ought to be fully aware that they only 
have a 50 percent or J-es's thance of receiving one. 

^ Second is the matter of trust. This particular consent form says, 
"My physici'^n has explained to me the procedures to be followed, 
identifying those thaz are experimental...*' and the [Possible dis-' 
•Comforts, et cetenr: This has already been remarked on, but it 
occurs in quit^,-^lot of protocols. I think again th6re is a mis- 
^ "underst^ndij>g^jf the nature of the consent form, which is 'partly to** 
help £)jj>^tient to understand, but also to 1)e .a public disclosure 
tYi^yf^e procedures involved are competent and 6thical and are scr 
piftlicly stated. ^ * ' 

This' Iqads me to tny third point. There is a great deal said- 
about patients nbt-^teihg ablef'to understand consent forms, and I 
think this is pverest imated. A lot^ of it is true. But qven if one 
of the patients is prevented from fuLly understanding. ^Waon^ent 
form, xhet\ the valu6 of the consent form is theVe. ^^ot the^ery • Jfcj 
development ojf a good consent form on the part of the'*re"SSarchers -^^e 
invojved a reflection upon them and one that insures that the quality 
of the experiments themselves will be publicly acceptable? 
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EISENBERgI I \.'ould invite nJ>' colleagues on either side to consnent on tTie 
'"legal consequences that conce^rn'me as a ph>'sician: that is, how tOf 
get am' informed consent" form that contains ail of. the information. 
Kell, how far do you go? Do yoy list £he 1 in 10 risks? The 1 in 
100 risks? The 1 in 10,000 risks?. The 1 in^lOO,000 risks? -By this 
time you are on thB eighth or ninth page of the informed consent 
foro. You decided- on the 1 ih 100,000 cutoff, and to your misfor- 
tune, or to Kis misfortune, the individual has a r^sk not listed on 
the ccinsent form. I have been told by some attorneys that such an 
explicit form, ' failing to coiitain something that was 'very remote bur -. 
nonetheless possible, in fact puts the physician at greater risk than 
the general form. • ^ 

I do think it is highly impractical to think that 'in the ordinary* 
patient-phys:jcian transaction, of which this is one special type, it 
is logical for the physician to convey to the patient all of the 
things listed in the drug insert ^^ackages that appear. I just don't 
think that is reasonable in medical practice', but I would like some 
comments on the legalities of ir.""-^- 



ROBBIS'S: And -reasonableness. 



SMITH: I am not prepared to comment on the legality of it. I think I 
can comment on the reasonableness *of it. If Twete your patient, or 
' yoyr potential subject, I would hope that you would impart to me 
before I agreed to participate in your experiment everything that 
you know about that experiment and the procedures tt) be used, inso- 
far as you are able to explain it to me in layman's terms. Ajid I 
think that is whatt ought tt> be on the consent form. 

EISEN'BERG: Written down? 

, SMITH: It would have to be both explained and written down for certain 

kinds of sut)jects in* certain kinds of experiments supervised by a . \ 

third party.. ' . ' . \ 

HALPERN; This is an evolving area of the laW at the* present time and 
the law differs from state to state, and probably from judge to 
judge that leaves the researcher in an extremely uncomfortable 
position, making it .all the more important, I think, that he be 
receiving competent legal advice right from the beginning of the 
time he' begins to design his research protocol. Th6 basic rule^ I 
think, in this area is "one of reasonableness, and. Bill Smith's . 
formulation is pne that would commend itsel? in many courts." - - 

BARBARA ROSENKRANTZ: I am an historian of science at Harvard. I have 
been listening to the discussion on informed consent with peculiar 
feelings that in the name of ethical procedure we were evolving a 
sense of social responsibility. Somehow or other the informed 
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' consent procedure is being looked on as a way 'of relieving the 

researcher and the practitioner of the responsibilities involved in 
adequate research develapraent . I don't assune that this is in a 
deliberate fors in any sense, but it does seeia to ise that infonaed- 
consent does not take ca{re of 'Our social responsibilities. As we 
look at experimental problems, .priniari ly ^n leras of either medical 
or -surgical 'investsent , we seem xTo b.e consistently ignoring the 
social context in ;.hich that research takes place, the social envi- 
jonnent* in which the patient lives or the subject is dra^^^\ from, 

. and the enorrr^ous irportance this has for the outcoiae of the research 
Itself. Designing research, in fact, should systematical ly take 
these aatters into account. 
^ I \.ant to suggest another criterion that seems to -ae is necessary 
' and d^sir;able: that^ t,he subject populatic:i be drawTi from the group -at 
least risk in other respects that is, the least social risk, the 
least psychological risk -- frora the specific question involved. 
Similarly, the subiec-t population should be draun from that section 
with the greatest potentia.1 benefit from the specific research being 
designed. Vo;, maybe we taJJe those things for granted, but it doesn't 
seejTj to n^e,*' looking at certain research protocols, , that we do. 
. I just vs'ant-to ^sk Mr." Halpern another question maybe ask all 
three oJgteyoi>, .in one sense. There is somehow or otJrer an assumption 
presented in thiSt afternoon's discussion that I find difficult to 
accept, ^his is the notion that the subject finds his' lawyer a 
better advocate for his needs or her needs than some other part of 
•the'population. I am not part'icularly clear why one*professional 
group being substituted for another professional group in fact ' 
achieves the kind of advocacy that we have 'in mind. 

f y 

SMITH: I Jcno^a lot of doctors, and I know' a lot of lawyers^. happen " 
to be a lawyer, and' I am not sure but what I wouldn't rather have 
doctors supervise me. . But* the point is to get representatives of 
the subjects of some sort involved in *a» ^review process and a consent/ 
process. . I don't thlnk'either Mr. HalpeVn or I have suggested tha^ • 
it ought to be 'exclusively lawyers. . . y 

HAL-PERN: FirstT I think' your point about Jfifoihned consent is ri'ght and 
, important. To rely on informed consent. and no other kinds* of pro~ 

fessionai and scientific checks is a great abdication of th'e~Iarg^?^. 

responsibility. You cannot load too much on informed consent. 

As to the questions of lawyers^,! think the important point is 
that there' should be some disinterested advocacy ^nd independent 
' advice available to. pot^tial 'sxibjects., I suggested that it might 
better i>e a social worker than. allawy:er. And I. think social workers 
property trained in advocacy skills and also in biomedical research 
. nlight ^e a very worthwhile population to look to. 

• # 
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ROS£^KRA^T:: Can \-ou tell me \.hat your definition of disiKteresv is? 
That IS, I think, where m>- trouble is. I would rather ha\'e an 
interested' advocate than a disinterested one. 

HUPERN: I meaft disinterested in the sen§e that the' advocates have no 
interest in the research protocol, but have an interest in furthering 
the best interests of the subject, unalloyed by any other loyalties 
not weighing, m other words, the interest of this particular subject 
against humanity in the outcomes of this research. • 

LEhlS THOM\S: I a«Ti a» little worried about the case report on which much 
of. the discussion has been based. I recsll having been told several 
tines that it is hv-pothet ical . As pediatric illnesses carry niore 
last naines of pediatricians than is true elsewhere in medicine, and 
I would therefc>re not be surprised to be told that there is such a 
thing as Haym*s Syndrome. 

EISENBERG: These is not. 

THOMAS: fell, there it is. I sort of like To see a hypothetical case . 
report presented, if you can do so, because of there being something 
ve'ry typical about it., I assumed when I "'read that thiTig through 
• that somewhere in the country this must have happened over and over 
again. And I shared with the speakers not only a rising indignation 
about the events contained in that description, but I even confess*^ 
to having thought as you took us thr6ugh the report that perhaps, by 
God,- it might have happened, and there might be a Haym's Syndrome. 

is It in fact in your view typical of the me'dical research commu- 
nity in this country that a new drug of unknowTi toxicity, tested 
inadequately, in animals., never before given to human beings, was in - 

" farH--3.sI think you expl'icitly said, Mr. Smith, tested in this" 

hvpotheVicaT^se' only to establish toxicity levels? Do you think ^• 
in real life this sort of thing goes on?. Do you know of cases \ 
where it has ^one on?-' Is there any basis for this whole rather 
claptrappy story? And would you like to make a comment* on the ethics 
underlying its writing? ' 

SMITfi': there is no such thing as Haym»s Syndrome. I just want to 
correct one thing that you shjld: the case does not state that the 
o'nly purpose of .the experiment was to determine toxicity. It stated 
that the investigators fail-ed to disclost that that was one of the- 
' purposes of the experiment. The experiment' had the dual purpose of 
determining toxicity and determining benefit and weighing those 
against each other. 

To answer your specific question: if you removed from that hypo- 
the'tica'l case two features of it first, t:he use of placebos and 
the existence of a control group; and second, the use of institu- 
tionalized children in a juvenile training school -- the case is 
100-perpent real ^nd factual and is going on today. 
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THOM.AS: Could you be more ^xpl icit 'abcJut that? 
SMITH: Ko, sir. 

KALPERN: I would just add that I have seen better research protocols, 
' and I have seen worse. 

UKIDENTIFIED: Thank you, gentlemen, for throwing sone iJlumination into 
this controversy. But I think, Mr. Smith, to require the physician 
not- to be the essential experimenter is another hypothetical case, 
because I know xn my experience of no time, other than casual 
E^edical experimentation, when the researcher has not becojae ja physi- 
cian to the subject in the true and total sense of the word. It is 
only thUs that it goes beyond what appears in the consent form or 
is explained in the protocol or what is done personally in this 
interrelations!^ on a true physician-to-patient sense that exists 
between th^ subject of the experiment and the scientific investigator. 

STUART SPICKER: I am. from the University of Connecticut School of 
Medicine. My field is philosophy, b\jt that doesn*^ matter today. 
We have had surgeons speaking on the history-of medicine and lavyers 
speaking on philosophy. That fits Renee^Jox's. goal, I think, as\'a 
beginning. * ^- } 

Now everyone is worried about federal interventions, and I guess 
we have to turn that moratorium around. That is part of the polit- 
ical motif of this meeting, and that is all right. ^ But it seems To 
me that we have to get down to the question of machinery. So far, 
as with the jury system, all we have got are these review committees 
now federally mandated, even mandated with consent that there will 
be nonunivjersity people on university committees, f sympathize with 
the problem of special institutions that cannot functionally be 
built, if you will, like a university comnTittee can be. Having sat 
on one, I must confess that the mystique I have had about science, 
never mind about medicine, has all dwindled. It seems to me that/ 
-^the real problems come up so obviously. Since it is experimentation, 
/^Ithe researcher has to admit }iis limits and hence has to translate 
the complicated concepts in biochemistry into something even he ^ 
?an understand because he 'is trying to learn iftre. This is iri the 
best sense. Everyone else on the c6mmittee isn't really stupid, 
and they in fact do understand what a given study is Sbout. They in 
fact can understand a study of enuresis requiring children to par- 
ticipate. ThS^' can understand, when they are given a fairly clear 
picture from the scientist and the clinician and the other*people in 
the coffiffii^-ee,* just basically wh^t the chances are of progress in 
an area. ' * 

I cajckjuiiy quest ion^ne point, therefore, of Dr,/,-Eisenberg* s 
presentation. I think' he shows a failing to thie power of reason, 

• not only in academe but elsewhere, in the citizenry. I think we 
have to return to ^ political motif in Locke and others regarding 
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the trust and reason of human beings, ceVtainLy in collection, 
rather thart taking the experimenter protocol peruse. Many of the 
. experimenters whom«we have dealt with in our own institution simply 
didn't know that something was important to think about. It ,is 
hard to cover every fact. No one is perfect. And each member of 
these committees has Often lent help to others. That maybe is not 
the finest machinery, buX I hope we never return to the privacy of 
the experimental pi^oblematics unless we also turn to only auto- 

* experimentation. That certainly would make sense to me. 

I hope that I have helped lo focus at least one specific issue: 
back to' the machinery and precisely the debate ^about the so-called 
peer groups or^.peer review consnittees and their importance rather 
than their deletion from the system. It is not the feferal goveni'- 
ment an>TDore when twenty people sit around a table *on a'proBlem^ 

^ respecting the points of view of each other,* and jiave to come to 

' sometimes a very difficult decision. 

fISENBERG: I didn't hear myself say that the investigator ought to be 
autonomous and independent of the peer review committee. 
' I would further suggest the need to look experimental ly and inves- 
tigatively at systems for controlling and investigating the experi- 
mental process, I would like to know, after -six mohtHs or twelve 
months .or eighteen months of this or that review mechanism, whether 
in fact it wbrked, and not only what studies were done and whether 
' they were ethircal or not, but what stddies were not done. There is 
a very serious problem in the l)ureaucrati2ation of anything, and it 

• is the problem the government faces constantly. If you -are a 
bureaucrat and you refuse to let something, happen ^ nobody knows 

*. what good might' have happened had you permitted it. But if in fact 
say yes and a drug is released on the market wtth perfectly good 
judgment ba^d on the data available at the time, and then some un- - 
toward effect shows up, you are obviously Culpable. Consequent.ly, 
there is a tendency built into the system to ^void being caught off 
base by taking the eonservauive position.* No one has to look over- 

^ all at what the costs arfd deficits on .both sides are. • • 

HALPER.K:' One enormous step Torward, it would aeem to me, would be for 
somebody to start to collect, index, and publish decisions of peer 
review committees sp that a kind of common law process could develop 
by which review committees rn Michigan migfit learn from physicians 
in -Mew York. Perhaps through that process some norms of acceptable 
practice might evolved , • 

ROBBINS: This suggestion has been made before-. Has anything actually 
happened in regard to this? Is irt in f/ct beilig done% Does any- 
-iwdy here kr\tH7 *^ , 

SMITH: I was just ^oi^g ^^k if there wa^ anybody here who is a member 
of a review group that regularly publishes .or allows the public to 
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^OQ the results of its deliberations? Is there any such thing* 
^ anv-.^hbre in the countrv^ 

men FUDESBFRG- f .thinK this-reflectb the gap between the biomedical . 
*\ ^^omnunitv and those else'^here in the audience. I am glad the gap- has 
been revealed, ^fost ^people la biomedical investigation are' in it 
because they uant to do something first. If these deliberations of 
the revie-. connittee uhich m all the institutions I knou is com- 
posed of la>':nen, including theologians, et cetera -- were to be 
puhlished, thev w^ld have to publish the purpose and other documen-* 
tat ion as well. \nd this would not necessarily even be a new drug. 
I would think, that the vast naiority of people' doing something for 
the rirst time would refjise to do it if th^s were t*he case. 

I would* also like to point out that on\-one review committee that 
1 know, the same sort of thi}^ was raised 'by another attorney. He 
■says that if this drug has never been used before, it would have to 
be for an exotic form of cancer. Therefore'it can't be done. To 
him research from that point is to see what has been done before with 
any complications. I think there is a great gap. Most investigators 
b>j research do not mean doing something that has been done before. 
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FRED/hIATT^ I work with the Children's Defense Fund. I wish to make a 
connent on Dr. Thomas's doubting that this case could have happened, 
flis faith in the- research professionals fairly typical' of the fai^h-' 
that a lot of scientists have in their own professions,' and I think 
It is this faith that is in large part responsible for vigilance 
being less careful than it could be. In fact, as Mr-^Smith said, 
this case pretty much did' happen and is happening.. Tiiis may not be 
-the norm, but certainly I think anybody who is here from a research 
review committee would say that unsatisfactory consent is not at all 
unusual, and more serious abuses do certainly happen. 

I think that the point i$ not how commonplace these abuses are. 
\ lot of people today said, well, why^are we worrying? These sub- 
• species are just r^eedles in the haystackii^ Most research is benefi- 
cial and ethical, so what is the problem? fJha^tv may or may not be 
true. I teqd to think there a«re mdre abuses than reach the news- 
paper or congressional committee^s. Evj-n-if they ve re just needles 
^in the haystack, when you talk about revising regulation and proce- 
dure for the protection of subjects, it is tiihse abuses that you have 
to keep in mind, not p^>lio vacc^ines. Is it possible, given a lot of 
the anxieties we have heard here today, to tievelop regulations that 
will present the abuses, which certainly are occurring, without im-' ' 
peding pediatric research? ^ -1.^.^ ^ ^ - 

SMITH: I think it is. possible, and I think HEW started on that road 
when they originally published proposed regulations for the protec- 
tion 0/ (:hildren involved in research. Those regulations, for 
example, contained the proposal for child consent, or at least child 
approval for nonthera|>eytic research when a child was over seven. 
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They contained a prohibition on research on parentless children. 
They made a stab at the institutionalized children process research, 
problem. They aBo tried to superimpose on the present review sys- 
tem a couple of pther mechanisms. One uas ethical review at the 
.NIH level, and another was a subject prelection commi*ttee controlled 
by nonresearchers at the institutional' level. ^ Because there is a 
big hassle going on now at KEW headquarters about these child regu- 
lations, it remains to be seen what they are going to look like when 
they come out, hopefully within a fe\% \.eeks or months. But my sus- 
picion IS that' all those reforms are going to go down the drain 
because th.ere has been so much opposition to them. They received 
sosie six hundred comments on those regulations on prisoners, 
children, and the mentally infirm, and I think there weren't more 
'than twenty-five that were categorized as advocates bejialf of 
protection or further protections of the subjects. 

So' my answer to the ^question is yes, I think it is possibl^j but 
I am not sure HEW is going to ^nd up doing it. 

ROBBINS: I would agree that it is possible we are moving toward it. 
But let us look at the regulations and their toxicity. Thore is a 
law in Massachusetts that forbids research on a fetus schedulfd_ for 
abortion' but permits therapeutic research on a via^>e fetus that may ~ 
come to term. JThis meSns that the only way on^^-finds out whether 
a fetoscope'is safe to' use is by potential ly^ill ing or damaging 
. fetuses,, rather ^han by using it on a. fetus that is going' to be' ; 
aborted and would have giVeji us the information to use it safely, 
-if -safe it can' be. Sow th^t •is my idea of ^ kind ^of regulation , 
that in the name of^moral^ity is obscene. I would Just urge that^ve 
vnot mwitiply formal rul<^s that do not, in fact, have the likelihood 
.of controlling the misbehavior we would like to regu-Jate. 

BERNARD DAVIS: I am a professor of microbiology at Harvard and a former 
professor of pharmacology. ' I wcfuld lilce^to come back ^to a point 
raised by the two members of the legal profession oh- the panel. As 
I understand, it , the legal process for a very long time^in this 
. country has been fundamentafly a necessary process, with attorneys 
for the two contending sicl.es presenting their arguments as forcibly 
as possible for each. There arc many other important processes in 
our society , where decisions are traditionally not •reached by an ad- 
versary process. ■ ^ 

The teacher-student re^tion is theoretically a nonadversary 
process, although it seems to be coming more of one these days. The 
search for some kind of an objective truth by scientists involves 
arguments but not fundamentally an adversary process. And the rela- 
tion between >the physician and his patient has not traditionally been 
an adversary process'. 

I appreciate very much Mr. Halpern*s suggestion that what we need 
is an effort to achieve more collaboration in institutions that 
would promote more collaboration between the medic\l^j>rofession and 
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other interested groups in iiuproving the standards of ethics in 
, medical experimentation, I am a^ little worried by the danger that 
. since this is initiated by people who have become much concerned 
over the 'very real excesses that have occurred , ^ the abuses that have 
occurred in more or Less instances in medical research, what is 
arising' may have much too much of t^he adversary process in it to 
yield 'the Kind of really cooperative collaborative arrangement that 
we would, I think, all like to see. I am afraid that if it iJecomes 
the medical profession confronted by public interest lawyers sup- 
ported by wide^pqblic appeal, which is very easy to generate and 
has already been g^^vejrated over the kinds of issues we are discus- * 
sing, \%e may end up with^great damage to the quality of medical re- 
5X'arch and the quality of medical care in this country. 

To illustrate what I mean by the adversary process,* let me ask ♦ 
Mr. Smith if ther^ wasn't moYe than a hint of advocacy in the very . 
case that he presented? First he described the experiment as non- 
therapeutic. I would lik^ to have him define what he meant by 
.therapeutic, since these subjects were given \ drug that on the 
basis of animal experimbntat ion offered very real promise of arrest- 
ing the progress of the disease. More important is the lay he 
described the role of the physicians in violating the Hippocratic 
Oath, by engaging in an ^experiment clearly designed to advance. the 
interest of the investig:ators and not that of the subjects. Now if' 
these subjects w^e suffering from a disease that reached the mor- 
tality of 40 percent by the age of forty, and if animal experiments 
tave real promise, of arresting the progress of the disease, and if 
* no other promi^sing ^therapy was available, I would Jike an expl^na- 
tioo'of why this/is, violating the Oath of Hippocrates; pr more im- 
portant, if it is not, why did he^ so interpret it? 

SMITH: First of all, I confess to bein^, an advocate, I confess to ' 
advocating here, and I am proud af it. I hope that the speakers who 
went before me would admit rhat .they tocf* are advocates, including 
the three this morning, and thgse on the panel on the fetus. ■ 

Let me address the question of therapeutiq^ research. I had th^ 
privilege of participating in a group that wrestled with some of 
the 'problems that HEW tried to resolve in writing the outlines for 
protecting children in medical experimentation, and the*toughest 
problem was trying to define what was beneficial and what was not 
t)eneficial research. When you try to mak^e males ox regulation^ or 
eVen make statements in this area, you always stsem to 'get ba€k,.tQ_,. 
what is therapeutic and what isn't therapeutic/ Therapeutic seems 
to be a reasonable test of some things that should'pr shouldn't be 
done or the procedures that are going to jje^ imposed, 

I would say that- therapexrtic research is research that is under- 
taken for the primary-purpose of .treating' a physical or mental ill- 
ness in an individual patient and that if^ ^Ccessful would reasonably 
be -expected to alleviate s'ubstantially 'the individual's condition. 
I would 'enclose a test as part of tha^definition. I would say that 
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if there uere no other possible benefit from the procedure, the 
physician would immediately undertake the procedure for the patient's 
benefit. So with the imposition of that definition and that test 
as tterapeutic research, I would say all this research is not thera- 
peutic. hTien I suggested a child's consent and suggested that doc- 
tors shouldn't experiment on their own patients, I tied those 
suggestions to nontherapeutic research and was using in my own mind 
that definition. 

ROBBIN'S: hould tais- include. vaccine trials where, assuming that the 
vaccine were effective, the patient would be benefited? 

SMITH: This is where it is very^ di f ficult to write the rules and 
definitions. , ^ ^ 

RQBBINS: You gave me my answer. 

UN'IDENTIFIED: There were forty subj'ect'fe in this trial. Twenty of them 
got placebos; therefore only twenty got the drug. Fifty percent of 
those receiving the drug suffered a severe adverse reaction.' Only 
the six who continued to exhibit that condition were given follow- 
up care. Khy was the other remaining population not given continu- 
ing care or ar leasts periodic examinations to see if they were going 
to come up with that adverse reaction at' a later time? 

aOBBINS: I thij^^hateg'^n be quite simply answered. 

MICHAEL WAITZKIN: I am at the Y^le Law School. would like to return 
to a comment that was made several turns back, that seemed to slip 
-by unnoticed and that I thought was relatively important. Thi-s was 
in regard to the\discussion of wl^etjier the decisions of the peer ' 
review committee should be published to dev^eiop some sort of common 
law and to develop some ^general ly acceptable provisions on ethical 
standards. The gent leman- who responded to thgt question sfid some- 
thing that was rather important. It seeped to me that what he was " 
saying was* that the intense competition between scientists in his 
view would preclude the pubHcation of such reports. This level of 
intense competition among scieptists^, as reflected in that comment, 
is not always compatible with the interests of the recipients of 
the care that they are giving^ the subject' in 'the experiment, or 
compatible at all necessarily with the development of general ethical 

• - pj^inciples. Jhis.is the point raised, and I think it reflects some- 

thing that- other people have'^said; the gi^oaprs tiiat have ^een on the 

stagei:oda7 terrd to be'Compatible among ^themselve's "ind^incompatrbre 

• perhaps wit")! the interest pf the audience. If we had had that 

• gentleman on the stage with these gentlemen, I think that point 
could have been raised mor^ easily and the concept been more clearly 
articulated. * 
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UMDENTIFIED: There seems to be a great concern about the possibility^ 
of the kind of collaboration that has been so often suggested here. 
I wish to submit that perhaps we are thinking of ourselves as much 
too special. I don't think the subject of ethics arid morality of 
human" experimentation, on which I have worked so many years^ is 
really so different from some of the problems that communities have 
tackle-d in education,' housing, social welfare, environment and the 
like. I think, frankly, that ^many of us -- and I exclude myself at 
this point distrust the public; and the reasons that we aren't 
making the committees fully knowledgeable about these things, or 
even having committees in some cases, is that we don't really want 
them to have t^iis information. We talk about it, but we haven't 
real ly -,ser ^yp nerh o ds tO' mak -e^-this possible or available. If the 
same kind of intei:e,st-a7\d campaigning and the same kind of selling, 
if you will, that has been done in the .fields I have mentioned were 
done in this one, I think the problem would be substantially 
lessened and reduced. We would have the kipd of .general and, I hop^, 
useful and constructive criticisnv that we clai'm we want. 

If we really do, then l^t^ u| see whother there are not^ methods 
well known to^all of us that' can be applied here. That would, of 
course, include .that we have joint activity amon^ t^he professions 
and the others, teaching and training; that We perhaps make available 
all kinds oX s^eminars ^nd the, 1 ike ,^ not just of thi^s kind but 
throughout the country, and open" the various committees that presum- . 
ably are settj^n£^ii£ th^ 5tandard^ that we have. This would also, 
I think7~take some of the bite off the need for regulation if we are ' 
willing to accept community determinations. They are not all going . 
• to be good. Some .of them are going to be very bad," but I think it 
1-^ worth try.ing, and if necessary we will live vith some of those 
and turn to education, turn ro publicity, if :^ou will, turn to all 
,the techniqaes we are familiar with ifo try to*g^t the kind of* right 
decisions we claim we want. 

ROBBINS: Thank you. ,Does the panel wish to make any final comment?. 

,EISENBEfJG: Well, I would"* wholeheartedly concur that in the end it is 
s'odiety or those people who have t^e power in society who will 
determine what science is and wh^Jf sci'fence does, and what physicians 
are able to do. ' . * • 

One of the elements'of unreality in .this discussion is the failure 
to 'identify some of the forces in *some of the reasons for the attacks 
on science, part of which thinks^hgit scientists have done what they 

. shouldir*^ ami iiave characr^Pirist Ws that they pretend they don't have. 
But It* is also true* that there'are a variety of reasons for turning 
in a mindless way when those forces that have bee^ identifiect as a 

/ ^ source pf evil in society make them a- much easier target than look- 

^' ing at, t^e political forces, that distorted th$.4)j)X^tiaJ iprogress 
of 'Society. When one look's at ^e kind of lovely issues that get 
discussed at an ethical level, j^fcftl^cularly in fetal research, one 
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also understands that sbme of the opposition ^o fetal research has 
liftle to do With the ethics of anything other than the ethics of 
abortion as it is perceived in some people/s minds. That is why 
Edelin is -getting it. The connection between Edelin and the so- 
called, grave-robbing case is that they all came out of the same 
contacts. Wlio is being denied the care? The black ajid the poor, • 
and I tjjjnk that ought to be put into the context of this discussion, 
too.'i. 

RMPERN: The notion of the attacks on science as being a framing coir- 
^cept in which you should deal with the^e ethical issues we have been 
airing is, I tliink, a vejy grave mistake and^one-that I have seen 
repeated all too\often. I had the Experience with one very good 
research scien£ist who came to defend an indefensible research 
protocol considerably' worse. Dr. Thomas, than w"hat we have set • ^ 
out her'fe simp'ly, he told me, begause he. felt t^at sei^oce was f > 
under attack everywhere .and that it should be* defended on the 'beaches^ 
j^nd in the mountains. ^ ' ^ 

^ \^I^f we are going to have the kind of collaboj-ation some of U3 
have* discussed , it is going to be only on the basis of shared con- 
cerns and shared values.^ not on a. conceptualization that looks to^ 
science and its at t acker's, and defenders. 

ROBBINGS.: I want to thank you all for beings h^re, Tliere have been some * 
obviou? deficiencies in our syste^, but, as our Forum pointed up, ^ i 
nothing is ever perfect. On the- other hand, there has beeri some ' 
considerable discussion of important issues, discussion that I hope 
we will continue in the spirit that has existed here. 
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AN- OVERVIEW 



Lewis Thomas 
Chairman 



It was> in my view, a usafitl Forum, and I am glad it was, held," but I 
hppe- fervently that there will not be another one. The chief value of ' 
this exercise was in* its demonstration that you cannot settle 'a problem 
of such complexity by calling/in representatives of two, already quite 
polarized, points of view and instructing them to discuss, the problem 
as though it were a matter of principle/ 

I suppose, it is, after all, a matter of principle -- in the sense 
that you c^an always line up two opposing sides, one asserting that human 
research is always, under whatever circumstances, an unqualified Social 
evil,] the other affirming, just as flatlj^ that i-t 'is quite -generally a 
gopd endeavor.^ Indeed, we came near to this degree of pojarization^at 
several points' in the Forum, -and the discussion I.ed nowhere beyond the 
confrontation. \ \ ^ - i 

I emerged frofn the sessions with a^different viewpoint. Principle 
or no^ the questions before t^e Forum turned out to be matters of * t 
extraordinary detail, and there is really nO' way to conduct a broad dis- 
cussion in two days when the details are all so crucially impprtant, 
and especially wh^n none of the participants h^d anything like hard, 
analytical 'iij,fDrmation concerning the detail. ■ * 

Most of' the bits of detailed information that I now f^el the need 
for are actually lacking on my side of the fence. As an old defender 
bf the importance and value of clinical research, it embarrasses me that 
I know so little,, factually, abobt how satisfactorily and safely the 
present system works. ^ *I do itot really know for sure that, the review 
committ;;pe5 in 'all hospitals, or even in some, provide total protection 
against, trivial research, research for the sake of writing papers, re- 
search carrying son^e hazard for the subjects, or. research holding no 
pfTomia^ benefit for anyone.. J tMnk t)te system works well, as seen 
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firsthand in the teaching hospitals I've •known, but I really cannot 
prove anything beyond the hunch and the obvious wish. , This was rather 
effectively pointed out on several bccasions by the Forusj participants 
opposed to today's system. 

Therefore, I conclude that th^re iSa,a rather urgent need for someone 
to make a ne^ study. I am aware of the books already viTitten, and the 
evidence presented, much o^ it anecdotal and placing great emphasis on 
individual instances of conspicuous sin, notably the Alabana syphilis 
study. I still feel the need for much more information. I suggest 
that the matter be placed before the Institute of Medicine, with the 
suggestion that this organization authorize a full-scale panel of ex- 
perts, representi^ng all sides of the issue, to conduct a stiidy, at 
first hand, of the review mechanisms, protective rules^ approved crite^ 
ria, et cetera, in a meaningful sample of the teaching hospitils of this 
country. 

By information in detail I meax)^ such matters as the size and composi- 
tion of^ the review committees, number and length of meetings he^d in the 
past year, number of protects reviewed, number approved and rejected. 
It would be of special piterest to have detailed information about the 
rejected category, sincfe this might provide clues as to the existence 
of real hazarcls in today<^s system. 

I was alarmed by sbme of the charges of injustice, inhumanity, and 
coldness made at various points in the Forum, and it seemed to me that 
'American, medicine would be in deep trouble for its future if these were 
shown to be generally true. ^ I cannot l?elieve that the teaching hospi- 
tals are up to the sorts of mischief alluded^tp, nbr so lacking in ef- 
^fective mechanisms for the surveillance of their oto clinical research. 
*BUt I would like to know what the facts of the 'matter really are. . 
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Donald 5. Fredrickson 
President 
• Institute of *»fedicine 



I am privileged to serve on the General Advisory Committee ^of the Ac^d- 
erny Forum. At a recent Committee meeting another medical member-^ 
Dr. Frederick Robbins, and I were guilty of setting up a rhetorical fuss 
' with the other members of the Committee, who represent the variety of 
disciplines within the National Academy of Sciences. Why, we asked, 
when portions of the world are faced with imminent starvation, when we 
.are dowTi to the last half-century or perhaps quarter-century of the use 
of fossil fuels for all time, when we seem to be Spraying away the only 
ozone layer that we are ever likely to ^ave, when ih most of our great 
urban centers the systems for mass transit and for- the administration 
of criminal justice *seem to be vying with each other for' honors in in- 

_ adequacy why, in the face of all this, does the CoilCfnittee spemh so 
much time discussing more provocative medical topics for future forums? 

This, I confess', was a sham. The obvious answer was written in the 
faces and. in the words of >^esterday*s session, ever groping for the 
meaning of life. Mo have found a subject of great and continuing fas- 
cination and certain extraordinary importance in the question of what 
man i^ doing to man in the interest of humanity and through the medium 
of science. Some Qf these most intensely personal interactions fall 
under the rubric of medicine and biomedical resea'rch. Tf they sometimes 
involve abstractions, they are universal ortes: the beginning of human 
life; the end of it; and in between, a great unknown that differs from 

^ some of thc^other voids out there on the rim of human perceptions. For 
this biomedical void is constant ly b'eing filled by human endeavor, and 
with each turn of new knowledge and new technique comes another problem 
and another tough decision to be made. 

It is small wonder that such decisions are not left for a single pro- 
fession to make on behalf ©^^^us^^/l , and it is no wonder that they cry 
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for opt:'n and constant debate. inc conflict of \alues irjherent m rsedi- 
eme and in the uhole he^Uh care dilcmna ha\e special interest for that 
^od\ of f^c Acadcr.; kno^rr a< tht institute of Medicine. At least half 
of the participant- m >tiiterda>'> horun sessions included Institute 
nerbers or u:hcr> '»%no have Hcen involved in its activities. The pro- 
\i<ion> pf the cnarter and the pattern of enrollment of participants m 
Its acti.ities reflect the great diver^it\ of pro-fessions , ©f institu- 
tio:^-, d\d of oy.nion> tnat arc involved in dealing v>ith health as a 
purliv isv^c The Institute of Medicine is in one sense a continuing 
forjr. regular]. enk:a^ed the Kind of ecunenical debate and the bal- 
anci^ng cf te^.-ic^^ that are characterj>t k of this tvo-day meeting. 

Recent I. tne Institute ha> received a generous grant froir. the Andrev. 
'»'• Mellon Foundation to structure and exaniino sone of the critical ethi- 
cal choice^ that are po^cd p> a wide range of public po^licy decisions 
von^ermn^i wealth pructico; and it is of note that among the activities 
proposed are, several that uere discussed here >esterday, including the 
conpiiatiort of a record of the decision-making process that might help 
guide further dec i'^ ions in inforned consent and experimental procedures. 

Man> of vou uill take havk to vour own institutions a desire to im- 
plement ways to answer some of the questions that will be unanswered 
after this Fo^rum. And so too, the Institute of Medicine will attempt 
to knit further the raveled sleeve of these discissions, which now 
begin again. 
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ALBBRT SABIN 

I will make my points briefly at the beginning and then document them 
to the extent that time permits. 

1. Some of the most important preventive and therapeutic products 
in current use m human medicine could not have been developed without 
the use of adult human "volunteers in nontherapeutic medical research, 
that is, ^research on persons who do not have the disease or disorder 
under stJdy '^nd are not in immediate danger of acquiring it. 

2. The ongoing need for stach volunteers from armed forces, prison, 
and other population groups is as great as ever for acquiring the knowl- 

^edge needed for the eventual control and optimum treatment of important 
infectious and other diseases. 

3. Personal experience and the dispassionate observations of 
others by this I mean those who are not themselves engaged in bio- 
medical research on volunteers.-- testify to the important personal 
gratifications that the majority of adiilt^volunteers derive from the 
Xustifiable conviction that their participation contributes knowledge 
that, cannot be otherwise obtained for the elimination or relief of human 
suffering or in the case of the armed forces volunteers from providing 
the knowledge needed for the optimum management of the hygienic, nutri- 
tional, stress, health, and other problems -- and here I want to indi- 
cate especially problems that are peculiar to service in the armed 
forces. 

4. Consent without coercion is implicit in the word voltcnteer. 
Co(^rcion in -the sense of enforcing or bringing about consent by force or 
threat, as is well described in the Nuremberg Code, is not part of the 
American system of recruitment of human beings for service as subje^cts 
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in nedical research, and conteTioeracv cr\t\c> of this system do not have 
this type of coercion in nind. The issue centers around a Dore subtle 
Xyye of coercion,' more a^ong the lines of sedjction, involving opportun- 
ities for tenporjry escape from boredoni and unpleasant surroundings ffor 
example, those in prisonj or undesirable actr. ities (for example, sor^e 
nrlitary duties] and offers of iDodest financial gain not otherwise 
available to the volunteer. 

The conclusion that no nan is a free agent* :n prisons or m the 
arned forces and that aocordingiy the expre^sicr. consent without coer- 
-cion IS ir!posi>ro]e under these conditions i- ba^ed, in rny judgnent, or. 
an untenable definition of coercion in'.ol\;ng r^e saro subtle factors 
that influence so-cafled freedom, of choice m almost e\'eryone*s life. 
For instance, I nay want to punch .somebody in the nose. Maybe before 
thi^ sv-nposiuT} IS o;er I will feel liV.e it. But the law restrains ne. 
I do not have that nuch free choice. I v>ant to do ::nany other things. 
I want to cross the street against the red light. I am in a hurry. The 
law says if I do it and I am caught, I will have to* pay the price. So 
we are all constrained by certain limitations on our free choice and I 
maintain that the free choice involved m volunteering falls within the 
sane category. It is not identical among those ser.mg in the armed 
forces and m prison. 

5. There are some very good people, who, becaruse of their sincere 
concern for the protection of human freedom, oppose medical experiments 
on hurtan volunteers in prisons as part of their justifiable wish to re- 

, form the penal system. But I think thev are misguided because: 

(a) It IS the least obiectionable aspect of the current penal sys- 
tem, if It IS objectionable at all, and its elimination would ha\*e 
very little impact on bringing about the more truly desirable and 
urgent changes, and 

fbj It would eliminate something that, in the judgment of others 
who are also concerned with the protection of human "freedom in- 
cluding prisoners, hs highly beneficial for the va^t majority of 
tliTJSe who volunteer. 

6. You have all heard about the .Nuremberg Code and Declaration of 
Helsinki. I would like to introduce a Sabin Bill of Rights in thi's , ' 
particular issue. I would like to propose that the right to vql-unte^r' , 
for "medical experiments, carried out under properly supervised and en-' ' 
forced guidel ines^ and conditions, is one of the human rights that should 

^ not be denied to anyone because of service in the armed forces, impris- 
onment for a crime against society, unemployment, poverty, boredom, 
or even a sincere desire to help others. That is a right* that should 
not be deniijd to anyone. . " # 

During the firs^ session of this Forum; Dr. Lewis Thomas discussed' 
the benefits of research with humans. I should like to emphasize hefe 
several benefits and briefly describe some personal experiences with 
army, prisoner, and medical' student volunteers. 
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Dr. FrankHn A. Neva of the National Instittrtes of Health recently 
pointed out that: 

rn6 fact that physicians, not only in the United Stat^sj but all 
over the uorld, can treat malaria in as rational a pharmacologic 
fashion as they do is largely the result of malaria volunteer re- 
search programs that have existed for .the last 30 years. . .The malaria 
program of the National Institutes of Health at the Atlanta Federal 
Penitentiary has .recognized and, believe, has fulfilled the high- 
est standards of medical ethics in clinical research by obtaining 
truly infomed consent, by exerting no direct or indirect coercion, 
by having a record of rainimal risks (e.g., no deaths in more than 
4,000 infections since the 1940sj, and by producing results of great 
.medical importance. ^ 

Extensive malaria volunteer research programs have also been carried 
out junder the auspices and with the financial support of the U.S. Array ^ 
^edical Research and Devei^paeT>.t Gontmand since World War IT. The con-^" 
tinuing emergence of drug-resistant varieties of malarial parasites and 

,the need to explore possibilities of active immunization against malaria 
Uill require ongoing experiments with human volunteers under conditions 
of strict isolation and ongoing observations such as are uniquely avail- 

'able in prisons. 

The recent extraordinary advances in our understanding of viral 

-^hepatitis would liave been impossible without the infrastructure of 

"knowledge and the banks of specimens .serum specimens, stool speci- 
mens, acquired from studies on human subjects during the decades since 
horld War II. Moreover, if suitable candidate vaccines should emerge 
from current exploratory studies on chimpanzVes and monkeys, the ulti- 
mate decision regarding their suitability and effectiveness in human 
beings will be possible only after careful, stepwise studies on human 
subjects under strict conditions of isolation. 

The ultimate control of epidemics and pandemics of influenza rests 
on past, present, and future studies^ on huii;^" subjects under carefully 
controlled a na\ isolated -eondrttons. , '.■ y'' ■ 

"My^owTi exp^ience dates back to World War II and Includes medical 
students who volunteered for studies- on a vacci/ie* against^apa^ese 
encephalitis .and others later, that is, aftej the ^wajr,^>oii a vaccine 
against Dengue, Fever. Tt i'ncludes' studies- -on pri'SoD€^s -at the New 
Jersey State Prison lat -Tre*Dto?i who serv^ed as subj^eot^ '^or basic stucfies. 
on Dengue ai?d Sandfly Jevers, and about 'Ifwenty-two ye^rs ^o on hundreds 
of prisoners .at tf\e Fe4eral Reformatory^ at Chillicothe, Ohio^ who served 
as subjo^cts for basic studies 6n vaixious <itt§nu1ated polio virus strains 
that ultimately lipd to the selection 'of the, strains currently used 

•throughout the world for the prepar;^tion of the live attenuated polio 
virus vaccipe^ adminisf^etf by mouth. ^ * ^ * . ' , 

• My first asi^ign/rt'enf otv arrival dn Egypt ^ in eaVly 1943 was to deter 
mine the relative effectiveness' of British and U'.S. repellents againSt 
the sandflies that transmit Phlebotomus Fever. This disease* was re^ ' 

^ported- 'to have renc}&red noneffective about 70 percent of the *BritishJ.'' , 
• ' * ' * • ^ ' 
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forces during Rommel's first successful attack on Tobruk, and was known- 
to be prevalent in Italy, whlch'v5as still under Nazi^ occupation. Aiaer- 
ican miJ-itary personnel; including niyseLf, and one British colonel 
served as volunteers in these 'tests that were carried out along the Dpad 
Sea in Palestine, the only place where we could cat<:h thousands of sand- 
flies at that time pf the year' * ^ ' ' 

The available time does not permit me to analyze- the variety Of mo- ' 
tivations I encountered in individual yolunteers, but there ds no doubt 
in my mind that the desire to be of service to others was a'dominant^jno- 
tive and that the majority of volunteers derived their greatest gratifi- 
cation from the feefing that they had done something good for others. 

My owTi impressions are fortified, by tho^e of-^othfiTS not personally 
involved in the direction of spch experiments. To cite only*a few! ^ the 
1974 article, "Prisoners as Latprato^y Subjects," by Dr. Norvell Mor/*is 
and Mr. Michael Mills of the C^ter'for Studies in Criminal Justice of 
•the Univer^sity of Chicago J^w^chool ^ the -'very recent report of the 
Fordham-Yale Prison Research Group entitled, "Pharmacological Testings in 
a Correctional Institution"^;*and an article Entitled, "$20-a-Day Guinea 
Pigs with a No^e for Medical Research" by H. Latgrence Lack.'^ * * 

I am npt saying ;that some research on prisoners in some prisons is 
bad and should he^ corrected. I frankly do not know. All^ I can say is 
that the situations under_ which I worke3 showed how well it could be 
done. Moreover, there ♦was no breaking of the Nuremberg'-Code, there was 
no coercion, and it was very beneficial to the prisoners thems'elves. If 
I were. interested .in the welfare of prisoners, I would give those of 
them who desire to participate the privilege, the right^ to do it and 
not prevent them from' ha;^ing that' opportunity: * _ , ^ 



ALVIN BRONSTEIN • ' , 

I believe that the presentations 'sotfar-have been rather vague, with no 
clear positions taken,.. one' has attempted to describe or defiofi-in- 
forraed consent. No one has^ mentioned the yse of captive popul-ations in 
human experimentation"! and no one has mentioned the state's involvement 
except with respect to the regulat:ions concerning .medical^ experimenta- 
tion, but not with respect to the control of the subject population. 
Finally, no one has mentioned the Constitution. ' 

I would therefore like to start my presentation by^ stating some very 
definite positions with respect to the use of prisoners for nonthera- 
peutic medical experimentation, ^ , ^ 

1. I do not challenge generally the. ethics of the experimeter. I do • 
not believe that is terribly relevant to the major issues except, of 
course, for the occasional abuse. If we cannot agree that there have 
been published reports^ of occasional abuses in medical research and ui-rug 
testing for example, untreated syphilis victims, incidents of hepati- 
tis in state prison systeftis, and injectioa of live cancer cells into 
patients without thoir knowledge or consent and without the knowledge^ 
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and consent of their doctors -- then there would be no point. iQ. further 
dialogue*. • , 

It is not so inuch^the actoal, "occasional abuse of captive human sub- 
jects, but the potential for abuse whiCh concerns "me. And if^is the 
potential for abuse combineS with the stat^^s control in prisons that , 
is toi^ost' concern. ' ^ 

- 2. I do not challenge the facf that some of the most important prod- 
ucts in current use in human medicine have. been ^Jeveloped wirth the use 
of human adults who allegedly volunteered. , 

3. r do not challenge the need _for -human subjects* on a continuing ^ 
basis in the future. * - ^ . • • • 

4. I do not challenge the fact that there is. some amount of coer- 
cxon that, influences every decision that men^and women make throughout 
their lives. ' ' ' 

- 5^ f,do not claim that j)risoners have right to volunteer. 

6. r do not challenge the use of prisoners in^medical experiments 

- as part of, to quote. Dr.' Sab in, a ""justifiable wish^to^reform the penal 
system." •I^ am not intefestej in teforming the penal system. * The 'penal 
system in this couptry is a- cancer on our Society^, I know of no doctors 
who are trying to^ reform canjcer; they are trying to* eliminate it. 

' 7. ^ My position with respect to the use, of prisoners m nontherapeu- 
tic medical 'experimentation is simgle aSid clear; the de faato environ- 
. ment'of prisons*is such that you cannot create an institution in which 
-informed consent without coercion is feasible, ^Givjen the nature of 
the institution of prisons, and the*d*^gree of intrusion on the individ- 
ual, his bo^y and his mind, which necessarily results from, nontherapeu- 

- tic medical Experimentation, the constitutional rights of the individual 
prisoner to be free from ^invasions of privacy, free from invasions 'of 

' hi§ human^ dignity, free from cruel and unusual punishment, and free from 
'injurious state action without due process are violated. 

The most important, thing that distinguishes the use of captive popu- 
' lations as human subjects from all others is the involvement of the' 
state. The state has possession of, an'd delivers to the scientist, 
bodies^ over which it has control. In an earlier debate Dr* Sabin ex- 
' pressed outrage at iny*§a/ing that the state delivers bodie§ to the^ 
. scientist apd 'particularly objected to the use of the word bodies. I 
am sorry that the use of this word upsets him, but I believe that it is 
a fair and accurate characterization^. The state^has total cqntrol oyer 
» the prisoner aiid creates the conditions of coercion* that I will discyss 
Shortiy. FurtHermore, every commitment order I 'have .ever seen contains 
the language tl^t the "body of the defendant jshall be delivered" to 
''whoever the particular 'custodian is. I would like to illustrate the 
degree of state, control over a prisoner by quoting to you the official 
position taken' by the United States in a brief filed by the Solicitor 
General Un the Supreme Court of the United States this liast January. 
This pase did not deal with medical experimentation, but rather with 
th^ claime d arbitrary transfer of prisoners^ from..one institution ^o 
another. In illustrating that the prisoner had no right ^o protest his^ 
transfer, ,the government said: . * . 
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, ...[t]he very fact of his cowiction for a crime, and the^ legij.iUnate 
plaoeiueot'of his person into the hands of a custodian who will be 
responsible for His safekeeping and the supervision of the most in- 
timate details of his life, removes from the prisoner any legitimate 
expectation that he will be able to control the conditions of his 
confinement."^ 

Koiild now like to discuss informed consent as a legal doctrine. 
Ke must keep in mind that it is necessarily a flexible doctrine. Obvi- 
ously there will be differences between informed consent for a mei^tal 
patient or a prisoner and for a college student in the free world who 
volunteers for an experiment. But it must always consist of three ele- 
ments: cpmpetency, 'knowledge, and voluntariness. 

_The Nuremberg Code^ in defining voluntary consent, which the Code 
indicates is absolutely essential before you may experiment on a human 
subject, states in pertinent part: ^ 

..Vthat the person involved. . ..should be so situated as to be able to. 
exercise free_ power of choice without the intervention of any ele- 
ment of force, fraud, deceit, duress, over-reaching, or^other ulter- 
ior form of constraint or coercion and should have sufficient knowl- 
edge and comprehension of the elements of the subject matter involved 
'as to enable him to make an understanding and enlightened deci- 
sion."... ' ' . ' , 

I would like to give you an example of the state's involvement in 
experimentation with prisoners and the state's version of informed con- 
sent. The" Patuxent Institution in Maryland is a maximum security in- 
stitution for prisoners who are civilly committed there as "defective 
delinquents" for an indeterminate sentence up to life. In response to 
recent claims that prisoners, who ar^ euphemistically referred to as 
patients at Patuxent, were being forced .to participate in drug studies, 
the governing boards at Patuxent jus't two w^eks ago issued the follow- 
ing rejv^rt: • / . ^ - 

Fe^rced Participation in Dtug Studies. • The Joii>t Boajds £ind po evi-- 
dence that participation by patients in^drug. studi.es within the In- . 
iStitution was forced. All drug studies conducted within the Insti- 
*• tut ion must first be approved by 'the Governing Board... All patient*s 
• were told that participation 'was on a voftintary basis^ and .those who 
di'd psrrticip^te gave their informed consent to tjie extent -that in- * 
formed conspnf is possible In an institutional setting. No^doubt 
many patient?s were motivate^- to participate i^ the drug 'Study by the 
money they received Jor their participation and by the expectation 
^that their participation would benefit them^Vitl^in the Institution, ^ 
The Joint Boards do not believe that the {presence of "these *f actors 
makes a patient's par^^icipation in a drug ^tudy *f<Tr^ed. -Furthermore, 
th6re iS |io Evidence »that ^a patient's participation in a drug study ' 
actually does improve his chances for earjly release or ^j.n any way. * 




133 



affects his progress within the Institution. Nevertheless, it is 

difficult to see how these factors which affect a patient^ s choice 

to participate in a» drug s^udy can be entirely eliminated because , 

patientsl hav^e feji^opportunities to earn money within the Institution 

and geneia^U/cannot be disuaded- from believing that everything they 

do affect? their progress in the Institution.^ 

* « * • 

4 

Thus, you see the state, which has control of the prisoners , *which 
approves the drug studies, whith creates the coercion, admitting the 
existence of the coercion but denying that ther^ is forced participation 
in drug studies. 1 

Let me illustrate the 'impossibility of a\ constitutionally valid in- 
formed consent — one made with competence, full knowledge^ and volun- 
tariness by t^lrkitig about the quality of prison life. Keep in mind 
throughout my description, thh important need that was ^expressed by al- 
most all of the speakers 'yesterday for openness, exposure, and prohibi- 

• tions against secrecy when using human subjects. For example. Dr. Moore 
said, "Don't work in secret"; and- Dr. McDerraott sai^ that "The climate 
of openness is most important." 

Prisons in this country are closed, secret, ai>d inherently coercive 
institutions. Contr61 and securjty are the paramount concerns of the 

^prison administrators. Rehabilitation of prisoners is neither the goal 
nor the practice. More than 90 percent of all the monies budgeted for 
corrections in this country goes for control and security. Less than' 

, 10 percent of ^the entire corrections budget in the country goes for the* 
ridiculous and ineffective programs that exist in some prisons.^ Most 
experiments using prisoners are conducted in medium or maximum security/.^ 
institutions.^ These are the institutions where'the control is the 
closest and most coercive and where conditions are most oppressive. 
•These are the in^tituti^ons where the prisoner has the fewest available 
options. For example', let us look at the available options to a state * - 
prisdner in Illinois at the maximum security prison at Stateville, wher$ 
they are conducting malaria research on prisoners. According to the 
last available data from the Law Enforcement Assistance Administration, 
a division of the Justice Department, a prisoner in Illinois can earn a 
daily wage rate at a regular prison job of from thirty-two to fifty-five 
cents. However there are only jobs available for approximately one- 
third of the prisoners.-.* On the other hand an Illinois prisoner can 
earn fifty dollars a month as a r^esearch subject in thef malaria tests. 7 
Prison wages generally, ox*, the absence of them, act as a coercive force 
in prison life. According to the same LEAA data, six state's pay no 
prison' wages at all, seventeen states pay Iqss than fifty cents a day, 
twenty-one stai*es pay between fifty cents and one dollar a day, and ,six 
states' pay more than one dollar a day. In those stated that do pay 
somefKipg the estimated percentage of prisoners who earn wages ranges 
from 10 percent to 95 percent so that^not all pri«soners can earn .wages' 
even in those states which pay wages, ^ ^ 

The extensive n^r of infirtrrminato '.rntrnrf^n in'this country is 
/-mother e5:tremely coercive element in prison life. The prisoner knows 
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that the date of his release from prison, the single most important . 
thing in his life/ is subject to the whim ai}d caprice of the prison ad- 
ministration as well as his behavior in prisdn. Pleasing the prison 
administration becomes an important element of prison life. And pris- 
oners knov* the*^conoaic advantages to prispns of having drug ptograias. 
The existence •of parole boards throughout this country, which make the 
single most important decision in a prisoner's life, is another pres- 
sure. Even for those prisoners who do not have- indeterminate sentences, 
his or her release date is still indeterminate in the sense that it is 
decided by the parole board.? • " 

The. barrenness of most of prison life is another factor, flaving drug 
programs in maximum security institutions helps to continue the exis- 
tence of these institutions by providing a prisoner one of the few es- 
capes from the reality of prison life, li a prisoner were in a commun- 
ity facility or in a very minimum custody facility with a wide range of 
available activities he would nOt use the sometimes painful and some- 
.fimes dangerous participation in a drug program as the only, escape from 
■ prison life. In a. medium or maximum security ins,ti'tution; of the kind , 
where most medical experimentation on prisoners takes place, the state* 
exercises total control over every moment of the prisoner's life. The 
state tells* the pri$Pner how^he must live, when to sleep, when to get 
up, when to eat, what to eat, what to* do and wKen to do it, all adding 
up to the most oppressive and coercive institution that we haV^s^in our 
society. ' ^ 

It is my firm belief that having regulations and proceQures and re- 
view committees will not change this inherent qualit>:rof coerciveness, 
nor will it make possible a legal informed consent to participate in 
medical experimentation. On this point I would again like to quote 
from the Solicitor General's brief filed on behalf of the ^United States 
government irr the case I mentioned earlier. In discussing why proced- 
ural due process before a prisoner is transferrer! is unnecessary the 
government states: 

To a considerable extent, subjection to potentially uninformed 
I decision-making is a necessary result of committing an individual to 
a custodian who will control the most minute details of his daily • 
life. Realistically, the potential for unfairness, even under the 
most comprehensive procedures, can be eliminated only by eliminating 
the custodial control. 10. ^ - ' ^ - . 

A growing numUer of people who, next to prisoners© know ihk quality 
of prison life Tyest -- .corrections officials have come to the same 
conclusion about the use of prisoners for medical experiments. A fair- 
number of states, most recently Pennsylvania, Massachusetts, and 
Illinois, have bahned use of prispners as human subjects because 
they recognize the diffrRilty of obtaining a legal informed .consent in 
prison. 'As one corrections official in Oregon put i't: **We are not 
runbing'a Greek democracy h^e no man is a free agent* in prison. 

.. 134 ' ' ' ' 
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Finally, we have this issue of weighing individual risks against the 
benefits to society. I ^think that Srssue' is irrelevant and cannot be. 
ethically reached with you are dealing with prisoners. Again, it is 
the involvement of the state that makes' the potential for abuse so over- 
whelming that it precludes that issue from cons idter^t ion. If' you agree, 
as many of yoU have, that you cannot obtain a totally legal An formed 
consent, ■ then you are permitting the state tq^ be involved in this risk- 
benefit measuring. Vihy should we ^ven bother with consent if the bener 
fits to society are great enough? We can pass over the risks to 
individuals where the state decides it is for the greater good of soci-,^ 
ety. I think that. the risk-benefit argument is* a very scary and danger- 
ous one when you are dealing with the state's captives. 

Let me give you some examples of^ the power of the state. A few.yea?;3 
ago the state of California believed that it had the power to perform ' 
lobotomies on ''dangerous'^ prisoners. Indeed, the state of California 
through its ag-ents, ^neurosurgeons, exercised that power on a number of ^ 
prisoners until a public disclosure and adverse publicity brought these 
exp^iviments to a halt.^^ ' The state of California believes that it. has . ^ 
the p6wer to administer-the drug anectine to prisoners with "behavior 
problems. Anectine is- describe'd by prisoners and others^as simulat- 
ing death" Just two years ago the state of Iowa bel'ieved that it had 
the power to administer the d^rug apomorphine to state prisoners for such 
violations as refusing to sray "Yes, Sir" to prison guards. Apomorphine 
induces serious nausea and vomiting episodes, and the state oflowa be- 
lieved it had that power until the United States Court of Appeals for 
the Eighth Circuit recently sai'd otherwisp.^ Aboyt two y'eafs ago the 
Federal Bureau of Prisons believed that it had the'power to transfer 
thirtKone federal prisoners who were considered serious problem pris- 
oners to an aversive behavior modification program^ ^called START at the 
Federal Medical Center in Springfield, Missouri. A federal court re- 
cently A-uled that the Bi^^eau acted in violation T)f the Constitution in 
making these transfers. 

These,* of course, are gross examples, but they do illustratte the pot 
tentiai for abuse whert the state believes it has the power to measure 
individual risks against societal, benefits . T don't believe the state 
should have that .power in a free and democratic, society . I think it is 
dangerous for prisoners. I think it is dangerous for me and for you. ^ 

WILLIAM. HUBBARD ' . ' ■ - < 

We have heard both yesterday and today the reiteration of a dilemAia. - 
From the point of view of logic this 'is important analytically,, but it 
does not arrive»dn and Qf itself at any kind of operative solution. 
The dilemma itself has been well described. However, I 'would suggest 
that the problem before ua ,is not to further illuminate by reiteration 
the dilemma ijself , but jrather to work toward the solution of the prob- 
lem of preserving the personal and social benefit^ of research carried 
• out in-settings that are designed to be limiting on fireedoms while 
. avoiding the exploitation of the situation of the institutionalized person 
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The paradigm of this probl&n is the prisoner or the conanon soldier; 
• but students, laboratory workers, and patients in other than private 

. • care ^settings are perfectly valid examples of other groups involved -in. 

this same dilefmpat It is also worth mentioning that the Npreraberg stater. 
. , "^^^^^ refers to ulterior coercion. la recognizing the mo^al implications ' 

, of the logical positivist position, exemplified by such writers as Skinner 
and ^^unod, there is a nullification of the legal i^dea of a free-will . 
decision because every person is' ultimately coerced. to reach a po-^ition 
because of. his genetic heritage and his life experience. 
' In^propo^lng, then, a means of solution to the problem or a synthe- 
sis of the dilemma in Hegelian terms, I will use the example of drug , 
testing in a pfi^on population, directly implying a generalization of 
^ ' the example anH proposing a general- synthesis of the dilemma. 

Pr. Sabin and. many others, h^ve described the unusual and perhaps- 
unique value of utilizing a prison group livihg in a defined environment 
- that 13 subject to control and in which the individual is not penalized 
^ by removing him from his alternate activities in order to devote time 
^to an experiment. Since these very sam^ people typically have quite 
limited opportunity- to contribute to the general welfare., participation • 
in efforts carrying large potential social benefits does, in fact, add 
to their own sense of self-esteem. ,The. opportunity tp^make the choice 
of par^'icipation,' whether by the Sabin i^tatement or less explicit ones,* 
^i^M jx really an unusual chance for self-detpmiinatiori in a setting where 

^l^^lc^^"^^^^ activity is directed by- regulation and authority. These advantages 
^' are documented in recent. publications.'^'^ ... 

As I understand it, the potential advantages that are available 'from • 
, . • thi^ kind of investigation are generally accepted, and the dilemma is 
created by a judgment. This judgment is that whatever the advantages - 
may be, they are count efrbalanced by the exploitati6n of the person of 
the prisoner. The probl^^of exploitation has, been ver^ well defined- 
•by Mr. ^Bronstein. 'This definition asserts that the very circumstances 
^ of being a prisoner are ^so highly coercive that a, free-wiM decision is 
unavailable, that participation is thWefore unconstitutional and* among 
, • other things, is a form of cruel^ and unusual punishment. Furthermore, / 
; ' it contends that research protocols may be arfd have been actually, con- ^ 
ducted in an inhumane and disrespectful way insofar as human rights are - 
"concerned. 

• . The philosophical, ethical, and theoretical aspects o^ this problem 

* have been widely discussed in both lay and professional publications. I 
will therefore confine my remarks Entirely to an empirical approach to 
the. solution o^ the problem. > This approach is based on almost* fifteen 

years, of cfontinuing personal association with the planning, development, ' 
and operation of a program of pharmacological testing in, humans conducted'^ 

• at Michigan correctional institutions. Thi$ actual . experience in 
problem solving constitutes a case study approach to the broader issues 
involved'. . " • ' 

The State Prison of ''Southern Michigan is the largest walled penal in- 
stitution in the United States'and, i;ideed,. in the wojjjd. It is designed 
for maximum security. It houses 'appro;timat^ly 4,400 nien, 4S percent • 
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"^of them white and 55 percent nonwhite. A pool of approximately 745 
volunteers nov^ exists, consisting of 67 percent white and 33 percent 
nonwhit^.. The corrections officials in Michigan are progressive, and 
provisions' for recreational and rehabilitative prOgrans are, in fact, 
abundant. ' Outgoing* mail is- not opened., and incoming mail is inspected 
only .for contraband. Inmates have a<icess to telephones any time they 
are outside of their cells^-which i^ most of the day* It J.s not a 
pleasant place; but to the,extent' compatible with the necessary regi- 
mentation of life in prisons* the dignity and personal rights of the in- 
mates are preserved. It is this environment, this quality, developed 
through the Department oJj^Corrections , that provides the initial feasi- 
bility for the proper conduct of clinical research within that correc- 
rional institution. 

The information^ regarding the testing programs is distributed a< the 
time the new inmate is admitted to the institution. This is th^ only • 
-^feinounceiilent or ^recruitment notice that he will receive. He himself 
''must initiate the writing of a letter to the clinic sponsor in order to 
•^^e considered for inclusion as a member of the clinic researth panel, 
A scale of payments, is set by. the Department of Cprr^ctions^nd is 
adjusted f6r inconvenience , and sometimes discomfort, ^^uch as finger 
sticks and vena punctures. The sponsors of these programs of research' 
carry tK^'^full liability for atay injuries that may occur and for the 
medical care a^d costs for any time the inmate may lose, because of the 

• experience, iri his normal, prison occupation. If someone were to engage 
in a 'study that lasted seven days, and thi^ would be somewhat unusual, 

'the average income for that .seven-day period would be about $78. 

The prpposed protocols are reviewed by a protection committee that 
is composed of: two bidmedical scientists; three practicing physicians; 
two attorneys,- one of whom must be and is identified with prisoner advo- 
cacy f*and one^lay membet. That committee meets ^t least every month to 
review th^ activities of tbe program. Each member of the committee has 
veto authority on aU decisions; each decision must be unanimous; and a 
negative decision cannot be' overruled'. The Director'of the Department 

-of Corrections himself may overrule any'protqcaV the committef^approves . 
Any study that- is begun may be stopped at any time by the Warden, by 

'the Director, by the physician responsible for thg study, or by the 
Clinic Director. Any prisoner may drop out 'of any study at any time.^ 
- In addition '^o this, there is an administrative review group,, which 

• oversees the policies and activities of the protection committee. This 
review group must give unanimous approval to any change in policy. ^ 

• During nhe year 1^74, twenty- seven protocols w^re submitted by Upjohn 
scientists, and^all were finally approved. However, only five of that 
'twenty-seveiuvrere. approved as they were submitted. Of those that we^e 
change4>^durt4ir had to do with chang-es in the adequacy of informed . 
consent, this would suggest to me that the reviewers are taking their 
responsibility seriously. ' . . ' ^.^ " 

Once a protocol has been approved, five or six candidates are HKeiy 
tJ^e reviewed in ordefW select one fot participation. The rat? of 
rejection of the .study l^'the {:andidates ^^hat are of/ered lains between 



loljid^S peiv:ent — the sane as the ra.te of rejection at the Bronson 
Hospital Clinical Research Unit in Kalaiaazoo, where* candidates are vol- 
unteers from the connnunity for protocols essential ly<*ddentical with 
those conducted in the prison. 

Since this clinic ppened in 1964, 12,000 inmates have participated 
in drug testing programs. One death occurred in a man who had a stroke. 
However, when the code was broken it was found that he was a placebo 
control in a double-blind protocol. I must admit -there was a moment of 
"anxiety before the code was broken. 

There h^ve been, in addition, nine episodes of illness: five of them 
were due to spontaneous diseases, three were probably related to the 
studies, and one remains obscure.- All nine of these patients have re- 
covered without sequelae?. ^Xhis record, I would suggest, implies the 
effectiveness of the efforts of all those concerned with the program. 
I would agree with the author who said that "the ultimate protection of 
both pri-soners and fnvestigators lies in the character of the review 
group, whose members are such as to insure detachment, expertise, fair- 
ness, and a sense of ethics.**^ 

I^would,^ therefore, offer this as jn empirical -study that responds" 
}4ith fifteen years of experience in a^sfngfe setting to many of the an- 
ecdotes that have, been implied as having complete gerreralization. I do 
not believe that the anecdotes are inappropriate or untrue, but to sug'-' 
gest that they represent universal 'conditions reflects ignorance of such 
an example as I have cited. 

Once again, it seenis to me that we have spent abundant time defining- 
the dilemma; we should turn now to a synfhesis that* migh? of f er a solu- 
tion to the problem^f maintaining the benefits i)f research while avoid- 
ing an, exploitation of the pra^son'er. ' * . ' 
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LEWIS THOMAS: Before calling for comments and questions from the floor; 

J woul'd like to take a few minutes for' the members 'of the panel to 
> turn to each other. 

SABIN: Mr. Bronstein 'and I exchanged manuscripts for the first time 
yesterday. The ideas he expressed in it are ones that I woyld really 
like to have.ci^fied. I am going to, state your position, and then 
I would really lilce to be clear whether this is what we are arguing 
about. . 

First' and this I got out of what you said this morning^ al- 
, though your manus'cript says it another .way — the prison system in 
the United States is not capable of being reformed. ' Second, de facto 
environment of prisons is such that you cannot create — my 
emphasis -- an institution in which informed consent without coercion 
is feasible. Prisons are inherently coercive, are not in any. real 
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sense reHabili^ative, d^p not provide any real earning power, and are 
situated so as to involve maximun interference with the prisoner^'s 
^ife. And third, therefore if you cannot have consent without coer- 
' cion, experimentation on prisoner subjects shoqld not be -penaitted. 
I would like to connaent on these three points, and then ask you to 
give your position. You are not trying to convert lae; I am not try-^ 
ing to convert you. Ke are tr>'ijig to make a position clear. 

BROKSTEIN: hliat you just said is my position. 

SABIN:. 'You agree then? 

BRON'STEIN: Yes. 

SABIN': So if I try to elucidat-e this, then I would like to say the 
following: that in my judgment, some of the bad sitvatiens you as-^ 
cpibe to the pfison system did not prevail even twenty^- two yo^rs agb 
in the Federal Reformatory at Chillicothe, Ohio, where I worked with 
several hundred' prispner^ over a period of three years. hTien I first 
came there I thought I was approaching a college campus, all the 
prisoners were working in industries. The Warden firs.t had the idea 
of refusing me the freedom to do anything because it would destroy 
his industrial output. It was only, after throwing th^ thing open to 
the prisoners, who are supposed to have no freedom of choice at all, 
that they consented to proceed with this without any increase in 
* their pay or any other seduction than explaining to them the oppor- 
tunity that they had of being of service. . 

Now^if they had ulterior motives of. perhaps getting their sentence 
shortened, !• don't want to deprive them of that. If any parole board 
wishes to be influenced by, 'let us say, those prisoners who do elect 
to do that sorto^^thing and the 90 percent who do not, well that is 
up to the'parole board. ^' I don*t*wan< to deprive some prisoners of 
the opportunity to get this advantage. ' , i 

Moreover, when you ask if research can be made to compensate for 
the barrenness of most of prison life by providing .something to do, 
I want to say that this is not the purpose 'of ifaeditral research. It 
is, npt supposed^to ?nake up for it. It makes yp a little. I don't 
want to deprive them of that. . . 

Can medical research- "be usei by the prison to x;over the incompe- 
tence and^ the irrelevance of .other prison ^prcj^rams? Certainly not, 
but that IS a problem*f6r the prisons: We are* not here to argue the 
penal condition and the spectrum of prisons in the .United States, I 
think we are here concerned only with the question, of whether or not 
the good that comes to the prisorfer who volunteers, and the godd that 
comes to society as a result of e;iperimentation under strict condi- 
tions of isolation" and prolonged observation, shoul(J be abolished, 
and whether frbedom of choice is completely absent in the prison to 
the extent 'that informed cofisent about the experiment is not feasible 
The informed consent here is about the experiment that is to be done, 
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not whether he shopld be restricted in body and so on, while he is a 
prisoner fo serve a sentence. Those are the issues. ' 

BRONSTEIN: Let lae try to respond a little, although I think I -have 

probably answered or covered all of that in my presentation*. I would 
like to raise one or two othjer things. Obviously I cannot speak 
about what happened in Chillicothe twenty years ago, Chillicothe is 
now a state institution it is not even a federal institution 
and is in fact a monstrosity. ^ ' 

Prison industries today in the federal system are^otal make-work. 
They have no rehabilitative quality. The -General^fecounting Office « 
iias been very critical of *the whole federal prison industries pro- 
gram. I cannot believe that it is any worse today than i\ was twenty 
^ years ago/ * 

I ,think the problem really is. Dr. Sabin, that you somehow have 
gotten the idea that as an advocate on behalf of prisoners, we are 
attempting to change, reform, eliminate the present prison system, 
using medical experimentation as the vehicle. That is no^ the case. 
Medical experimentation is just one small piece of the problem. It 
happens to be the piece we are discussing today. Our -primaty concern 
in the work we do thtoughout the country is not eliminating medical 
experimentation on hum^n subjects in a captive situation. That is \ 
merely ohe manifestation of the problem of these institutipns in our 
country. 

I think, for example, to look at the case that Dr. Hubbard men- 
tions, everything I said about prisons earlier applies, only more so, 
to the Michigan State Prison at Jackson. ..iffhat prison is one of the 
most gross monstrosities in this country. There are no rehabilita- 
tive programs in that prison, any more than there are in any other 
prisons in this courvtry. Mail is absolutely censored in and out of 
that institution.' Our mail, labeled on the envelope in print,' VThis 
is attorney-client mail, do not open except in the presence of the 
prisoner," is censored. Our mail is violated every day thit we write, 
to prisoners in Jackson. Their mail to us is censorjed ss well. 

The problem is that scientist^ really do not understand the nature 
of prisons. For Dr .' Hubbard' to ^st and up and .talk ^^out the rehabili- 
tative quality* and the recreational quaHty of this. ^hundred-year-old, 
4,400 man institution behind walls in Michigan, when most corrections 
people are condemning that i^nstitution in particular, and institu- 
tions like it, merely means that Dr. Hubbard does not understand the 
nature of that prison environment'. ^ 

Let me go on to something that was mentioned by both of you be- 
cause I think it is quite important. .This motivation that you see, 
prisoners that feel that this is a way to rehabilitate themselves, 
and keep in mind th^t I did not say that prisoners should have no 
right to volunteer, what we are talking about is legal, informed con- 
sent based on the qualitative degree of intrusion that is involved in 
human experimentation. 
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Dr. Sabi-n directly, and Dr. Hubbard. inferentially^ referred to the 
recent Fordhan-Yale Prison Research Project, which holds itself out 
as the first sciei^tific study of prisbner motivation in human exper- 
imentation. The report was just released a month or two ago on the 
study. ' 

First of all, there are some ethical questions about the study it- 
self. The study vas built on the big lie. These researchers, psy- 
chologists a»d psychiatrists, w'ent into the Somers State Prison in 
Connecticut and told, .the prisoners that they represented a. drug com- 
pany, that they were really drug researchers, not psychological re- 
searchers, and represented that they were testing a new drug, whereas 
they were really testing the psy^rhological motivation of prisoners. 

Some interesting things came out of that study. For example, of 
the peopJe tested, after two weeks of testing, 56 percent were unable 
to recall the intended uses of the drug, even, though the testers 
claimed that they told them what • the use was. After two weeks, 68 
percent of the prisoners claimed that. the drug had never previously 
been tested on human subjects, when the testers claimed that they 
told them it had. Now they decide that those remarkable statistics 
are because the prisoners really wanted to believe that; they b.locked 
out the fact that they- were told that there .was prior testing. They 
really wanted to believe that so they could be martyrs, be heroes, 
feel that they were making a real contribution, and there is no 
scientific evidence to "^pport that conclusion in this entire report. 

The report concludes by saying, **First, research of diverse kinds, 
medical, clinical, psychological, social-psychological, iociologic'al , 
experimental-^ypsychological, and in fact, any research meeting funda- 
mental criteria of non-aversirveness, non- in t rus i vjeness ,^ practicabil- 
ity, and meaningfulness should! be incorporated within the program 
structure of the institution as a. significant component o5 the reha- . 
bilitation and image management system." 

That^Ts precisely the kind of abuse I was trying to refer to. 
before. These scientists -- these happen not to be me^Jical scien- 
tists, but psychiatrists -- believe jthat anything can be done. They 
take 'the position that anything goes as lorig as.-- and they set out 
these things that are not possible it's nonaversive, i^onintrusive, 
practicable, meaningful, and should be a significant component of the 
image management ' find rehabilitation^program. 

Let me tell you what one; prisoner who participated in that wrote 
us, 'to give you an idea of the kind of con job, if you will^ that you 
have been subjected to. This is a prisoner participating, in this 
study: ' ' - . - 

'Not many prisoners get physically screwed up on these tests. 
The reason: we do npt,take the drug. When blood-drawing is 
due, we take a small piece of the pi-11, but the rest is not 
taken. Out* of a thirty-man test, they may get five or six 
fools to take it as they hand it out. 

When they were drawing blood and taking urine^ samples, I 
never took any but a couple of chips during the whole test, 
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and many did likewise. This has to show when twenty to twenty- 
^ five guys ar,e doing it out of thirty, iilso the few'fQols who 

were taking the shit, I and others had piss in^ the^cont%ineV^^ 
^ when possible for us, plus* theirs. Plus if I Vo&ld -give my 

No. 25 test tube for blood to someone taking tlie drug, then \ * 

would grab his, erase the number on it, put -my ^25 on it'after 

he was drawn for Ijlopd, 

But this te^fis money, not the humantarian aspects of drug 

testing. After all, all agreed to participate even before 
.they knew the money was funded. They also let it le^k out th^^ 

if this test if not conducted, we, will have.jio o^her test ever, 

and that the« $30^000 lost to pri'soners since Pfizer vtfas 'shut • 
. down wSll be lost forever. Many, many prisoners want that, 

money, and they will agree, tc any dainn thing tp.get the big 

5200 and S300 tests back in* here.- ' * 

That is the motivation. ' ' - . ' ♦ 

• • * ' » 

SABIN: ^ I challenge it. It says -one x^^or sample -is" incorrect Yrom - 
beginning to end for the total pictuife^ " v ^ ' * 

. ' . - : '\ ' 

HUBBARD: Mr. Bronstein is a yery skillful adfQcate, and of course *oile ' , 
of the classical ploys is- to^ discredit the witness df you'cannot 
debate his actual' stateiffent$. . / * 

The fact of the ipatter is that I am ^ery familiar *with t^e system 
in Michigan, having ser.ved as Chairman of the Govempr's Correction 
Commission fo^ over two years', and having made in-depth^visits, *in- ' 
eluding free and uprtrammeled i-ntervi^ws. with prisoners iij all of -the 
major in^titutioTls in 'that^ state. , ^ x,* 

'Mr. Bronstein ^aid that' there are no' rehabilitation prbgrams at 
the Jackson- prison. .Thris'^is either a euph^nristi'C^eapressipn of the 
general recognition <5f 'failure^ of suceess of rehabilitation, /yp a 
-gross misstatement ^oC facft . , I assume thdt it ;vas*the fojmer." * 
>^ He has also mentioned that his mail.- was censored.* I would ask .* 
that^he document tliat, and \i this %s tfb c^se I will see that dis-- 
ciplinary /action is taken for those inyqlye4,' The fact is a^ I 
stared it,' and this is part of the law of the state df Michigan. 
' The prdBlem.then is not to Jay anecdote on 'anecdote, but to ask- 
oneself whether -this (iileraraa has a synthesis ^ail^le. And**I ^QGld 
' urge again that we 'examine tlus c^se that T have^^presented, not aX a 
contest of whether one wandering medidal Scientist knows v^at lie i,*s ' 
talking about, but from the record and from the futui'e that we have 
^o contend with. / ' ^ ' ' . ' ' * ' 

'FRANCIS D. MOORE:/ I ara^from the ^rvard ^fedical' School-. I would like 
♦to change the su^j'^etfrom drug testing to scarce anatomical- 
resources.^ In^d eartv da)^ of kidney transplantation, prisoners 
werd permitted' to voluntleer 'for ^a^kidr^y doi}ation, Wd in one unit* 
i/i thds •country several transplants were dojie pp that basis. Before 
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^^.the advent Sf tissue typing Sn4 cfoss-nfatching/ Jth&re was a 'clgar 
r 'advantage to" the l-iving donor over the cadaver ^onor,,.a»d there ^ ^ 
stTiH is' /Howevfer, ny,-ownxfeeHng was that there was W element, of 
coercion herej no matter how sufetle, for a.i^^son-to undertake ^ 
. 6urgioal' operation t'hat* permanently' altered his body aijd >is*futurt*. 
\ot^TsXjja,\ for^iixjury; especiaUy. If^ he w^f^^gaAa inyoived in* a**,"^ . , 

* • violent crime of -any^ §6ft. '*'S^ mainly because of my* own d>ataste for 

* . this', it was stoppuea comijletely,: " • , * *• .< 

In our 9v%Ti state, ''^ pjis'dnef was. aondeim\ed to death, and the date 
of his. executi^)^ waV set' prior ^o the Supreme tourt decision. 
happy'to^saV it w^s' ney^r Carried. out. Buf'in zuiticipation of his 
' ejcecufion^'he and'^is family •offered to donate^ seyeral, of *his org^^ 
, ' ✓for tran^pian.tation^ It so turned out that *his blood type waa com- 
patible wUh''a patient wfio had been waiting- for thr^e years for 'a 
. kidn&y. .We^pver aid'cfc^*^ tirs^yie typing on him. I felt that there- 

'wVs ^ tiny, elementC ]^»^re, 4io^ev§r ^mali, in tUi§ balanpe of decision 
"^f as to |far4on d^J foramutetion 6f.tl?e seAfence. NJy'own- decision was 
. ^ther^fore^Stfongly npg^tive^ . and >ve with thanks and gratitude re-^ 
• 'fus^J^^tb U5e his^organs ha'a'lre' befen exeeut^d. " * r 

I would 'iijierefore, like to*ask the panel/ what they would 4iave dche, • 
*: .or what'^tTjey perceive as- appropriate for orgari donation pn a valun- ^ 
tar/.ljasis fr^om prisoners, or assignment :of organs from-'iijdividuals 
ex^cuted^ foi* trrime^ . " ' ' *. • ' y * j 

}ffiOJlAS: '-Could I ^sk the pane^ to-file that avdy'^'along with'^the pther 
mair^rs* illat *ill tuiTi up,. rather than 'interrupt , because I would 
'^-•like to work qUr ]}^ay Jjatk '^through th^.hall. • - ^ * / ' 

* *' * ' • * , * ' , • * 

STOART brown-/* 4 &ra affiliated with the Science, Technology and Society 
Vogram- at ComeU^ University, f am a^ philosopher , and it is as a * 
/phircr^pheT tffat I wanf^ta spe^k. ,1 f indt Bfonstein's argument flaw- 
*. Aes5^* Like all Ei^wless. argume^nts, L suppose 'it depends upon the 
•"fireKiisf^. *Drl. Hubbard* said- something, that *was intended to weaken 
'tha,t,premise,'andcl v{ant to try^to correct that. ^ 

' What Dr. J^ubbard said that there is a logical' pdsitivist doc- 
'trine that all human actions are c^used^ and that if w6, accept this; 
i't somehow >or otJiei r6moves"the difference between coerced and un- 
'* coerced actions. The first thing- is tHat the docWne that a-11 Tluman 
: • acMbns are caused is* centuries ^o-ld. -It: is an* old Christian doctrine 
' .that ??ass held bj^.. people iikfe%t! Augustine. . . / * ' 

' ^ Ttie' s^^^bnd .thing is. that JOnath^n^ Edwards,^ in a beautiful piece ^ji 
. ' that subject, showed with'fiawle&s, logical* argument that ^ven if ^ 
' lyou bold it, it does not^remove the moralvand logical ^difference be- 
' faveen coerced and uitftoefced actions. ^ ' . . ^ 

: ROBERT 9URT: I am frpm'the University of Michigan Law' School. I would 
liYe Xo suggest and hear 'l;he panel's reaction to a shift in /ocus* on 
th^ way-that^we might approach' this problem. / . * 

Jf-dne/looks at the issue; it seems to me, of consent in its ^own 
'*' lermsj^'tbfi. argument can go on forever and' ever, and very, closely 



Jpined/ On 'the* one, hand, -;t its' crj^stal c}ear that'the coerciOTS aro 
enorraops* within a prison setting; but^ oi! Xhe* other hand, one can 
always atgw that they jnay^be .^quiyaleht^ to lots of Coercion o^ lots 
of different -people, the dying. as' one instance, that are not used as 
suffici-ent grounds to rule out. an ehtire population as experimental 
subjects. • ' . 

"Any then there is t^ other argumejit that went back aitd" 'forth --^ 
-what better prorects the dignity of those people, to withhold ^choice 
from them,- oi; indeed to give them a sense of choice within' all of 
• the other constraints? Ix segms to me •that that argument is a very' 
difficult one to resolve. 

But let me suggest a difference in 'focus. It seems to'me that the 
underlying problem here and the^ underlying rislc'that we are grappling 
with is th^ danger that in the course of medica'l experirraentation we 
identify 'soipe parts 'of the^ pop\jlation as less than human, as special 
targets for dehumanizing kinds. of things. ThatT, in turn, has .«11 
kinds of unhealthy multiplier effects, and there is a .v^ry special 
^dangef wilh the groups "we talked about yesterday fetuses, " ' 
children and with the group that will be talked aboutllater today, 
and prisoners are impwtantly aniong those. ^ 

Well, if tfiat is the special danger, as I think it is,"^ it' seems 
to me that a -solution, a beginning of 'the solution to thai, would be 
to, insist on,^. in all cases possible, and perhaps ev§n* as a blanket 
rule, an^equivalent treatment for experimental purposes for tho^e 
Who ai^e in prispns and those who are out of prisons as one. way of , 
Insisting that' we are npt targeting "these people especially. Iji 
Q§5ence, wh^tr I am suggesting is" for general jesearch protocols to • 
.insist that ^thef e be the same" research protocol carried out. in the 
free community as inside a prison population, 4s one'of the-^roundV 
'for letting.it go forward. 

There are practical dif f icultie;? with" that. Let me just address 
tjvo ot,them. One, ' th(> prd^B^lem of finding a long-term sequestered' 
population. Ves, of course, they are available in prisons^ But 
there -are other places in^this.^sf>ciety where we do inanage to, find 
long-term ^sequeste/ed populations for what ate perceived to be 
socially-important tpurpose^s. Onp example that I can th"ink of is the 
Watergate jury a highly motivate?d group that saw tlbe socfSl sig- 
Jiific^nce of what they were doiag and were willing to'give up a lot 
for the virtues of this. * * * ' . ^ , 

It seems'to me, .then, t.hat if we are serious^ about the proposition 
we are nQt dehiiniai}izing^ we woivld be willing to' set up research • , 
f^rotocols that mqte it 'worth whi le f»or extra-prison/populations , But' 
.th^re .is yet another'diff iculty, and- that is the poirtt that ^ 
'Nfr.. Erbnstein very nicely made;* How relialJle is the research that ^ 
goes on inside these institutions because of the feeHng and the way 
that th^?se prisoners conduct themselves'? ^ . , 
\ What ypu really echo, it seems to me, is the analysi's that 
Richard Titmu/s made in his lovely book. The Gift Relationship., in 



145 



which he talKs about what the commercialization of blood donations*^/" 
in this country, 'in factj, does to the worth of those b lood donations ,' 
and how the motive that brings people forward means that we have an 
enormpus problem of hepatitis, an ,enqrmous problem of donors playing 
'games and lying,, as compared to the English situation ^s he suggests. 

- IX se ems to me thaf this would then suggest that it is vitajly 
important to have a free .population control group in order to make 
sure that you don't have artifice coming from ^he motivations 'of 
prisoners inside. ^ / ' .---^ 

* So there are at least two reasons for such'aWoposal. First for 
research on its dm terms and the value to it o^^aving a fr.ee popu- 
lation. Second, even more importantly, to see to it that we are not 
targeting a group for d.ehumanization, which ^es terrible things 
all of us. ^ 

STUART SPICKER: I don't think we should, after^foday, iest^mplacent 
'with the formulation of the basic arguments' albng an^ empirical 
spectrum. Dr. Hubbard honestly presented it— that way, and^^^t is^ . 
what we have heard. There are other kinds of arguments, not empiri^- 
cal., By« empirical I mean the^ longer or the better institutions get 
at preserving certain kinds of environments within, the more we are 
j,ustified in intervening by having subjects of experimentation .wha ^ 
are, prisoners. That is the empirical procedure, that we have heard.' 
/. There is al^o a more fundamental kj.nd. of approach^ but not as 
clS^ ^nd easy to de^ with as the empirical* namely, that the auton- 
oqiy oP prisoners J.S, in principal, violated. They are prisoners;^ 
they are not free"<» If don't know how we can turn' that around, I don't 

care how good the penal^ system; : ' — ■ ^ 

^o you can take, the argument to say the •emp^.rical determinants 
are tdtall;y^ Irrelevant. The autondmy of 'these, individuals'is in • 
fapt undercut, and therefore a whole new set of arguments may follow. 

-The se,cGnd point .is related to that. Eveij if X gives hi^'or.her 
informed consent, as it has been defined so €ar, 
muddled term, it /does not fallow at all that we, 
institu tion, wit h- incarcerated human ^beings, have a right to even 
;jiake the request. . " ' - ' 



and it is- a very 
outside such an 



GEORGE HIIL: My questioij is directed to Dr. Biibbard. We don't often 
^jet *aHP^^siden€ in front of us tp decide for us the rights and vrrongs 
of-»a* particular situation in which he has been invplved for fifteen ' 
. years-. — , ' 

"There is a question there oa^tjie floor as to the validity riot only 
^of *thV :^search, but of the actual prisoners.' conditions as described 
by tlie president of this gigantic corporation, I would like to,ask 
him a question pr two directly in this procedure. 

What "aire the profits that the <:ompany and the* corporation has 
made in thes6 *fiftee;i years of researx:h in that institution at 
Jackson?* HaS; the corporation used' any of its funds to better tbe 
* condition <i6'the prisoners in that facility? And, may I aSk, is 
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this corporation willing to set up a fund if the state organizations 

• are not prepared to pay living wages, or minimum wages, under feder- 
al guidelines? Would you care to offer a fund for prisoners' 

• advancement as human beings, as yell as guijiea pigs? 

HUBBARD: 1 have no way of knowing what the commercial value has been; 
these are very ^arly experiments, most of which never result in a 
product that sees the market. 

HILL: May I ask how much money you have invested in this losing propo- 
sition? 

HUBBARD; 'Our research runs at about $55 to $60 million a year. 

HILL: Do you write that off as a tax deduction, as a loss? 

HUBBARD: No. That is an ordinary business expense. 

HILL: Do your stockholders know exactly what the results o'f those 
fifteen years of careful research have brought the company? 

HUBBARD: L am not sure whether we are -in a dialogue or I am answering 
some questions. 

HILL: We are in both. , ' ' - 

HUBBARD: Yes, ail of the results of our research are published both in 
thQ scientific literature ^nd in the lay literature., 

UNIDENTIFIED: I have a remark and a question directed to Dr. Sabin* 
During my residency, several of my colleagues ^moonlighted at the 
correctional institution at Chill icothe. They made several compari- 
sons of the institution to various things," and I don't recall that a^ 
college campus was one of them. The only thing I can cl)nclude is* 
'that eithei:- college campuses hay^ changed a lot, or else the jinstx- 
tution has become d lot more Refreshing. * 

Studies on patient satisfaction and dissatisfaction with health 
care services have- often turned up findings that were surprising to 
the physicians involved in their' care. * When Interviej^ed by^people^ 
not identified with the health car-e institutions, patients- often 
expressed dissatsif action tfhat they do not express, to their^ 
^ physicians.^ this i-^- not .particularly surprising, '^gi^ven the asymmetry 
of the physician-patient-Velationship and the. resulting reluctance 
of patients to criticize their doctors face to face. 

Another reason for physicians not being aware of their patients' 
ejiissatisfactions is the phenomenon called selective perception. This 
.phenomenon is •also not surprising^ since most people are not. capable 
of rigorous self-examination and not especially ^sen^itive to 
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criticisms of their behavior that are particularly subtle, and some- 
times even if they are overt. • ' . * 
. I think that these phenomena occur with clinical investigation 
and with investigators trying to evaluate their own research/ I am 
delighted that your volunteers all expressed altruistic motivations 
for their volun teering^ and I , algo d elighted that you seem to 
^ have overcome the problems with selective perception and w^th 
patients*^ reluctance to criticize. 

My question is, how did you do it? I think that really could be 
of benefit to a lot of us here. 

THONiAS: We have one more question. \^ 

RICHARD WADE: I am Director of Program Services for the American 

Public Health Association. I have two points, and then one recom- 
• mendation. / 

First of all,, I do disagree with Drs. Hubbard. and Sabin in that 
. coercion is minimal, and I lean on the side of Mr. Bronstein. 
After ci^nsideraWe debate, oxer, the" last several years, the 
American Public Health Association has . taken a stand, siding with 
Mr. Bronstein in terms of coercion in prisons, that i% is suitable 
to call for a reduction or elimination of biomedical research in ^ 
prisons.' , - . - 

. My recommendation is that until state and national policies are ' 
'developed for putting greater constraints on research in prisons, . 
those people who serve on institutional_ review committees should ask 
two questions: Why and So what? WRy~are prisoners being used? And 
what are theyonsequences of not using prisoners? If these kinds of 
questions *are asked of each individual researcher and protocol, then 
we might^^find that prisoners have in fact been used because they are 
convenient and accessible, and that exploitation really has and con- 
tinues to go on. * ^ , - , 

WfLLIM! 'smith: I am with the Children's Defense Fund,- and I have a 
couple of questions for Dr. Hubbard. Yesterday there were many ref- 
erences to a climate of ope nness.^ You h ave described the fact that 
the Upjohn Company Conducts experiments on prisoners in Jackson, * 
Michigan. I would like to know whether your company sponsors, or , 
whether your sci'^ntists do drug testing on incarcerated juvenile 
delinquents. ■ ^ 

HUBBARD: Not to my knowledge". We do, however, do research on a^volun- 
teer group from an open community with the same protocols essentially 
that are used in Jackson. • ' 

SMITH: These are chrldren in Jackson? ^ * ^ 

HUBBARD: No, no. Jackson has no children. 

SMITH: Da you* do drug testing oji children^ 
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HUBBARD: Generally not, because the conditions for drug testing in' 
pediatrics are now so constraining that in effect one does not have 
the opportunity available. ' 

SMITH: So your drugs are not tested on children? 

HUBBARD: They are not utilized in children. 

SMITH: No Upjohn Company drug is utilized for a child? 

1 

HUBBARD: The majority of our drugs have not gone through testing with 
children, and this is true of all pharmaceutical companies. We have 
S9me drugs that have. Pediatric formulation of our antibiotics, of 
course, has been tested in children. But the conditions of testing 
of antibiotics are a special case .and not typical of the regulations 
for testing of all other therapeutic* entities. The simple 'fact of 
the matter is that. the constraints on drug testing in pediatrics 
today has created a very serious problem in maintaining a flow of 
new therapeutic agents into the hands of pediatriciafis . ^This is 
true not only of our company, but of all companies. 

TH04^iAS: I wouTd like to ask the panel now to finish. Dr. Sab in, do 
*^ you want to put in some concluding remarks? 

SABIN: Yes. I think first of all, going backwards, a reply is needed 
for the record to Dr. Wade from the American Public Health Associa- 
tion. I agree with him that we must always give a good reason why a 
particular piece of research should be done i-n a prison, and not else- 
where. • 

There is a great deal of research going on outside* of prisons. 
Now the reason for doing something in a*prison is first of all to 
prevent, let's say with an iiifectious disease like malaria, infecting 
the community at large. There also is the possibility of follow-up. 
Prisoners are captive onl-y in the sense' that society has made them 
captive, and therefore they are useful for long follow-up. Whereas, 
if you get somebody from the outside and you pay him $20 a day 
that is also being done three months from now he i^ off 'on some # 
' other project.^ ' < . 

So there are special conditions and situations that make prisons 
especially useful settings that Cannot easily be duplicated outside. 

The next important question that he posed is what "would be the 
consequences if, for whatever minimal reasons, we agreed completely 
with the conclusion of Mr. Bronstein that all exfieriments should be 
stopped in prisons. What would happen to medical research? 

I would say that it would be greatly impeded. We would have to 
recruit populations, as people are recruited for armies, put them 
under condarfriions pf isolation, be able to keep them for a number of 
years and follow them. We are spending money for lots of other 
lings. I donVt care about the mon,ey, but then we would Jiave other 
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scruples. Who would apply for a j'ob like 'that? He would be unem- 
ployed, he would be mentally disturbed. He would have all sorts of 
other things that cOerce him into participating in something like 
that," So the consequences of not doing it would be a tremendous 
impediment to the type of research* that can be done only in prisons. 

Now I woiild like to go back to the college campus idea, and also 
^o the .business of the letter that my good friend, to. Bronstein, 
read. We anre dealing in aI.l^of these things with spectra. One 
person is part, one point on 'a^ spectrum; one college campus at one 
end of the spectrum may be much worse than some of the prisons. The 
.point is that we are dealing with a complex situation-, and not with- 
any one point on the spectrujn. Therefore, the real issue is this:* 
whether as a result of all these conside-ratibns the only conclusion 
is that you have got to shut off all prison populations from the 
opportunity for volunteering — and even though it does not really 
rehabilitate them to the extent that one would like^ it is an oppor- 
tunity to somehow or other modify their lives, and I think bene- 
ficially; or whether we continue. as we are, but under th^ greatest 
safeguards, and only for the most important things, and to comply 
with the specific requirements as were stated before by the American 
Public Health Association. 

BRONSTEIN: In. answer to the questions from the floor: I would take 
the same position. with respect to the contribution of org^rfs that. 
Or. Moore took. Everyone else, as far as I can tell, either agreed 
substantially or entirely with everything I had to say, so there^is 
no point in commenting. , ' 

As far as the question of where do, we get this population for 
testing ^if we .do not use. prisoners, I would suggest that all middle- 
and top-level executives of the twenty largest drug companies and 
their families would be the ideal pqpulations. 

1 ' ■ 

THOMAS: Dri Hubbard, do you want to have a last word?* 

HUBBARD: I will just remark that for someone 'who is interested in non- 
coercive consent, that is a remarkable suggestion. • 
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FRANZ INGELFINGER 

To de£ine the poor, one might use the purely economic cniterion. Or, 
from what we have heard in this Forum, one .might argue that anyone who 
is a subject pf human experimentation is poor that is, poor. like a 
guinea pig. But our definition is intermediate. We shall use poov to ^ 
encpmpass those populations that are deprived not only for strictly eco- 
nomic reasons, but because of social, cultural admijaistrative , and po- 
litical factors. ' . 7 

Bach of us w^'ll discuss selected, major issues pertaining to the use' 
of the poor for experimental, purposes. .Since the poor have been dis- 
proportionately used for experimentation ^nd each of us agrees on 
this point -- specific illustrative cases are not short in supply. ^ 
Indeed, some of the most nQtorious cases of. human exploitation for re- 
search 'have' invc^ved the poor. ^ . 

"My two colleagues are particularly conversant with one of. these, the 
so-called Tuskegee Study on the natural history of syphilis. Dr. Katz 
was a member of the Ad Hoc Advisory Panel established by HEW to investi- 
gate this, study. Dr. Foster wa^ President of the County Medical Society 
in>-the area where the study was carried out at the time that neWs of it 
broke, I have had no such. firsthand experience. However, I am not pre- 
pared --£o take, in the interest of fomenting controversy, the'position 
that the poor ar^ ideal experimental, sacrificial subjects. 

Our objectives in this discission are: to assess if the poor npw are, 
and will continue to be, partrsularly exposed to use, abuse, or both .as 
subjects of human experimentation; to examine the reasons why the poor 
jfnay, be mpre likely to be used or abused as* experimental -subjects; and 
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to exploi»e means that could be devised to ensure that the assumption 
of risk by the poor does not exce.ed that of the urest of the population. 

; . • • =. " 

HENRY FOST|R . ' \ - ^ 

After I hao agreed to participate on this'panel, I felt that I could 
•malce my moj^t wo rtli while contrj.bution, and indeed help create the Forum 
atmosphere, by raisings an issue that had at least three components. 
First, I wanted to bring an^ issue that had some reasonable degree of 
feasibility^o it. Second, I wanted to bri^ig a? issue- that would not 
be agreed upon by at Jeast one, or; maybe both, of my panel colleagues. 
And third, I wanted to ra'ise an issue that would not likely be other- 
.wise raised. I think I may have been successful in the latter two. 
* * • In searchiYig for solutions to the specfial -proi>lems resulting froKr 
human .experimentation in the poor, their exemption from such participa- 
tion, in my judgment, warrants strong consideration. In the course of 
my deliberations^ however^ it is essential to Keep ip mind that the 
con£epts put fort^here on this, issue, of such prodigious complexity are 
directed not to whole of, the biotoedical* research pool, but only to 
a sma^l segment, Bs a physician who' is- alsx) ^directly involved in^aca- 
demia^, I am left Tfit^ the* feeling of some ambivalence following my, 
recoimnendation. 

In spite of the many shortcomings in the realm of human experimenta- 
tion, it must be emphasized that this country's biomedical research 
community has been a world leader "in its concern for medical ethics. 
As recently as 1960, no. articles on this subject except in the English 
language could be found in the, world literature. However,- in spite pf 
this conceit, the thalidomide disaster'and subsequent events set into 
motion- a greater public demand for control. This demand in this coun- 
try is expressed in the popular movement known Q^^ consumerism and, _ 
specifically, in that movement's concern .with the right to know. 
' In the biomedical research communit/, it is^ex^re^sed in the requije- 
jnent for voluntary informed consent-giving* on the part of patients. 
Given sucfi universal concern, any perverse outcomes in research in' 
humans today would indeed be most inopportune^ especially if such re- 
search design were characterized by demonstrable disrupt;ion of the 
balance between risks and -benefits for the patient. Parenthetically, 
recent untoward outcomes of this nature are in great part responsible 
for our being assembled here today. 

In this day of heightened consumer awareness, occurrenctjs such as the 
Tuskegee s>'phylis experiment, the injection, of cancer cells into unin- 

. formed geriatric patients, and the deception of Chicano women seeking 
contraception .cannot and will not be allowed to continue in this coun- 
try. Although such cases arc by far the exception, they are nonethe- 
less very likely to-b^ viewed by .consumers , as the I'ulc. The call to 

.consider a moratorium on the use of the* poor in human exper|imentation 
thus stems as much ^rom pragmatism as it does from altruism. , . 
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InSrspensabl-e to ethical biomedical research is the balance of tuo 
vahies: scientific priority of discovery, on the one hand; and humane 
therapeutic treatroent, on the other. This has Co^ne to be knouTi as the 
dilemma of science and therapy. There are those who fear for the sci-' 
encific priority if there is a shift in this equation fron its current 
status, and to exempt tbe poor, even temporarily, from human experimen- 
tation v^ould create such, a threat to research in the minds^bf s.ome. 
However i'f properly structured, ^such a moratorium would nojt be a hind- 
rance; failure on the part of the' biomedical sector to take"^ such a st«p 
will have far graver consequences for both scientific and public inter- 
ests and values. This alteration in policy should be intrinsic, and if 
the biomedical community fails to do so, we can be assured of increased 
hostility and of public demand for even more external control. 

J B> some estimatesjtit is believed that possibly 80 percent of all hu- 
man experimentation that has occurred in this country involved the poor 
How then can it be plausible to waive the' participation of this group? 
The answer, in part, relates to thfe makeup of tfie group normally char- 
acterized. as the poor. .Although implicit in the terra poor, as stated 
in my colleague's introductory remarks, it is the^ social and cultural* 
depri.yation that i^ of primary significance as it relates to thrs whole, 
question, rather than the lack- of economic -resources per se. - There are 
many who are classified as poor who do not suffer deep and grinding so- 
c^ial and cultural deprivation, ahd therefore need not be considered for 
exemption. / * * j 

How then is it to be«det^rrained vho is 50 3eprived, and thus subject 
to exemption frop human experimentation? I^is my belief that those 
incapable of clearly providing voluntary informed consent constitute 
this group. They are the i'unctional ly illiterate, the senile, those, 
who^do not command the English language; and,certainly*the mentally in- 
competent. 

Irrespective of the definition one chooses to use, how-ever, it is ap- 
parent that the biomedical sector has come to rely too heavi*ly and in a 
disproportionate fashion on the use of the poor for human research. We 
should be reminded* that the poor constitute a relatively small propor- 
tion of this nation'.s 'total population. Moreover, we should begin to 
look beyond the poor for human research subjects, with the ultimate ex- 
pectation that this segment" of our , population will dwindle. 

According to the Bureau of Statistics,' there were just over*24 mil- 
li-on persons in this country classified as below low-income levels in 
Mafch of 1075. Even if this number were doubled, there wt)uld still 
remain more than 150 million nonpoor who would be, aifti in fact have 
become, more accessible to research usage as the mode of health care 
financing changes an issue with implications of its own. 

What should we hope to accomplish during the •sugg.es ted moratorium?' 
This interim shquld be used to reexamine those factors that tendjto . 
disrupt that balance between science and therapy^ and thus ^restructure 
those mechanisms necessary to maintain that equilibrium that spawns the 
most favorable milieu for' both humane values* and scientific priority. 
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As VI th any socially structured systen, conflicts develop in the appli- 
cation of values by those v*ho are part of the system, resulting in com- 
pliant and deviant behavior. There are socia-1 contrci processes that 
when operative tend to preclude deviant behavior. Th(fse processes take' 
the form of socialization or training, collaboration groups and infer- 
nal networks, and forns of peer review. There is a great need for the 
socialization of human values in medical school and beyond, as has been 
pointed out so well by Renee.Fox. 

Studies shov% that the socialization of scientific values is well 
ahead of that of human values. Characteristics of collaboration g-roups 
and infonaai networks that lend to deviant behavior could possibly be 
improved if changes uere made m the process* of academic regard and ad- 
vancement and in, the financing, of medical education. Although external 
pressures for peer reviev^ continue to be applied, there remain other 
refinements and innovations that can, and ought to, originate from 
within our ranks. 

In conclusion, I n^ust reiterate that, our profession today is under 
the greatest scrutiny ever, and^ behooves us to consider the measUri^s 
mentioned in this presentation -- measures that should help to prevent 
new human catastrophes. Further disasters at this Juncture will do far 
greater liarra to the interests of biomedical research than wi^H the ex- 
emption of a small, vulnerable segmen^ of our population. 

j.AY kat: • 

Sh6uld wha^ I have to say sound like a communication froml'lars, I would 
like to apologize beforehand. , • , 

I Human experimentation can be hazardous to its subjects. Thus it is 
not surprising that' the economically and socially disadvB«taged are 
ponscripted for research, to a disproportionately large extent. Through 
out histro;^the po<jr have been indentured for .society ' s most disagree- 
able tasks, and medical science has only followed time-honored patterns 
of recruitment. * 

It may seem regrettable that in the name of progress, science too 
requires its unwilling subjects." Yet for the benefit of present and 
future generations, science and society have always tolerated human 
sacrifices: the Aztec gods demanded them lest the universe fall apart; 
the fires of the Inquisition consumed them lest faith be diminished; 
and Apollo, the Physician, permitted them lest disease not be under- 
stood and conquered. ^ ' 

It would be an exercise in futility to curb tradition by focusing 
merely on the poor and insulating them from participation in research. 
Such a limited objective would ,only create new groups of cheap bodies 
who are not unidentifiable by a means test. If today's or tomorrow's 
poor, are to benefit from our concern over their fate, we must not sur- 
round them with special safeguarxis, but rather look to tKe underlying- 1 
causes that make the poor particularly, though not solely, vulnerable 
to exploitation in research. 
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Those who advocate special protection for the poor have argued that 
the poor cannot comprehend vhat participation in research requires of 
them, and that they are inherently vulnerable to external coercions, i 
To be sure, subject^ will be found among the poor, perhaps more than in 
the population at large, who cannot understand what is being asked of^* 
them and they, like all incompetents, should no.t be allowed to partici- 
pate except under unusual and well-defined circumstances. But many 
will remain who do understand. Comprehension is not the problem; at . 
least it is not a greater problem with the poor than with other re- 
search participants. 

With respjfct to coercions, 'we must distinguish between those created 
by persons' life situations, and those imposed by the interpersonal 
dynamics of investigators and their subjects. Life situations, be they 
poverty or physical disability, have an impact on all persons. But 
these conditions, however unequal, together with persons' inner dynam- 
ics, define what human beings are and, at the time of decision, can be. 
Ke may wish to approach persons who live in particularly unfortunate 
social circumstances with greater care to make sure that we do not fur- 
ther reduce, through deliberate acts of our own, the more limited range 
of alternatives available to them. But beyond that, we must honor 
their decisions as much as we should those of persons more affluently 
situated. 

It is equally demeaning to assert that persons' consent should be re- 
jected because if they were wiser or more rational they would have made 
different decisions, as it is to assert, that their consent should not 
be trusted because if they only were richer they would have chosen dif- 
ferently. Ultimately, we must bow to the best decisions persons can 
make as they are situated. And we must accept their decisions in the 
firm belief that every human being knows his own world better than any 
outsider, even if the outsider is a physician or an investigator. 

The notion that the poor have an impaired capacity to comprehend or 
by virtue of their external life situations cannot make* their own de- 
cisions is a stereotypical and degrading view of thim. It is the coer- 
cion resulting from physician-investigators' interpersonal interactions 
with the poor that create more serious problems.. Here too we know that 
such coercions ar,e not necessarily restricted to interactions with poor, 
subjects, rf they create special problems "for them, we must look for 
other reasons. 

I believe that the problems with the poor, as well as with all sub- 
jects of experimentation, originate in an insufficiently analyzed con- 
flict of values inherent in the conduct of human research: the quest 
for the acquisition pf knowledge for the benefit of present and future 
generati^s on the one hand;^and respect fof the dignity, autonomy, and 
inviolabTI*ity (unless consented to) of the subjects of research. I am 
not addressing here .only or even primarily the issue of harm to sub- 
jects, but rather the question so succinctly raised by'lsaiah Berlin: 
"In tho name of what' can [we] ever be justified in forcing men to do 
what they have not willed or consented to?" I do not wish to suggest 
that this value conflict is very frequently as abysmally weighted in 
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favor of "progress" as, 'for exanple, in the Tuskegee syphilis study, 
the Nazi concentration camp experiments, or the countless venereal dis- 
ease studies perpetrated all over the v^orld in the latef nineteenth and 
'twentieth Centuries. However, I 4o wish to suggest that in balancing 
the two conflicting values, the research comsiunity has generally not 
only come out in favor of the acquisition of knowledge but also ne- 
glected to confront consciously the consequences of such/a choice. . 

Pious exhortation calling for respect of the subjects of research or 
mindless risk-benefit formulae have not served us well as decisional 
guides. The contraceptive studies with Chicano women are cases in 
point. Is it permissible to give them placebo-contraceptives without 
informing theia, and then to add insult to injury by not providing them 
with the oppoi;tunity foi' abortion because state laws prohibit them? 
This also is true of the various randomization studies in which patient- 
subjects are told that they will be assigned to different treatment 
groups on the basis of their medical needs, while in fact they are as- 
signed by lot. All these studies are justified by the need to advance 
medical knowledge so that future patients will not be condemned to the 
fate of '"therapeutic prphans" for lack of research data. 

I do not question th^ need for controlled clinical trials in the hu- 
mane practice of medicine'; f only wish, to question the thoughtlessness 
about the rights of the subjects with -which many of these trials are 
being conducted. Once the balancing process is tinted in favor of sci- 
ence and society and against the individual, and the choice is made 
without asking why, when, and at what cpst why particularly seems, 
such an unnecessary question -- the rest follows easily. Then subjects 
must be found, then "unavoidable" shortcuts can be taken in the name of 
the tiigher value. The other value, respect for the individual, can in 
turn be neglected. Thus, the subjects of research have found themselves 
on the slippery slope of exploitation without any clear answer to the 
question: When, if ever, are exploitation, deceit, and misrepresenta- 
tion warranted? 

At the same time, of course, investigators are not rinaffected by 
t}\is value choice because in its consequences to subjects it goes coun»- 
ter to some of their human feelings. However, there exists, I believe, 
in investigators an enormous ambivalence toward the subjects of re- 
search, reflected in ^tonf 1 icting wishes jto care and to reject, to treat 
and .to mistreat, to protect and to destroy, to elevate and to degrade. 
Such ambivalence is deeply rooted in the character structtutj^ /)f many 
persons who become investigators, and it is an expression of the ten- 
sions created by viewing their subjects both as fellow human beings and 
as objects of research. Such ambivalence has blinded them to their 
tampering, via the balancing of value$ in favor of science, with funda- 
mental principles of respect for the individual — principles that in 
theory, but not necessarily in practice, are dear to society as well as 
to medicine. 

Sorting out this value conflict cannot be left to the individual 
conscience of investigators. It requires, first of all,* a relentless 
confrontation of the consequences that a balancing of values in favor of 



155 



sc^ience ajnd society and against the, ind4.vidual subjec-fr'wpi^d entail, 
and then a detenaination of* hov% 5ar th\* neg^iect of efther'valve sh^uH' 
^e pernitted to pfoc^ed. 'Once such an analysis has been* under t^^^n,. , 
inve^tigators^will at'lea^t havez-th'^ opportunity t</corapare their prac- 
tices agai^st'soiie ki^i of an external .^standard. ,Thf plea to leave 
^ This detorm^natign to the investigator's conscience i^ an exp^e^sion of 
/scienc^'a and ^ociety'^ Yeadiness to H;eep sufficiently aiabiguopsi tna ^ 
c©nsequehces of ccJnteraporary research practices ayid* e\enno encourage 
investigators *to»neglecythe^ tndivi^dai- in the interestsof societal 
benefits, but tb do so, quiex'ly and surreptitiously*. X 

Respect for individual autonomy r^Tiires that on^ begin with tetal 
disclosure: snaring kriowl'edge and,^4iii'tting uncertainty* and ignorance, 
ansuering aJl questions and' i dent fjfying unanswej-able* ones^ appreciating 
doubts^and resp'ect4.rrg fears.^ Su<Jh an obligation to- di^^close,' a r.equi- 
site of a genuine^ invitaVit)n, becomes a*n. awesome encounter for«the in- 
atfstigator if*engaged in honestly. Consider what Ujust be disclo3ed if 
It is taken 'scgrioqslv^! InvSstlgatoj-^s * dread' to ^n^'age in such a» searcl^- 
ing dnd Explicit dialogue, can* rqjnain unacknowledged by the rationaliza- 
t;ion,thlat the demands of science require noajiisclosure, and the 
preferred valij^ supports such ^ decmon.,, , :'. ''^ ? * 

• Also in turning to reseaj-cfi subjects from iowe^ sqcia.l classes, the 
rbluctance to disclose is. furthei^ rationalize^ by the unwarranted be- 
lief that' the p^oor'^do jiot understand an>-way, 'bl^ bother tjo^^/pla in? ^ 
Is not ^the willingness of investigators to Jassume the hedvy. ourden of*' 
^beeomin-g the guararifors of subjects' safety "proo/'of their, great re- 
sponsibility toward them? . » '/J - ' ^. ' 

The 'preferred chokce'pf the poor has other roots as x^eil. Investiga- 
tors, who g^nei^lly come from higher! s.ocial classes, J^^ve* a*n impaired 
capacity to idenDify with the poor., Thi^^psychoSocis^I /fact contributes 
greatly to the ease with, which the poo.r are choien fdr participation in 
I research, though a probjerh^amenabie^ to correction. . For if we wished to 
take greater care in obtaining *i more representative sample of the 
popdTati^on for re^search purf>bse,s^ we could dcJ so. Computer technology 
has given us^the tools to accomplish that *object*ive. 

PinaHy,. in the ^Cirstiit^of scientific progress^ it is easy to over*- 
•look that progress is hard to define in general, and the gain to sciencfe 
from.i^ndividual research projects difficult to predict in particular.* 
In the^light of these' uncertainties^ pei^sonal motivations, be they cu-. 
riosity, fame, or pr9fessiona^ advancement,, can readily lead to an ex- 
aggerated estimate of the value 6'f.;a research project^ to sciencie. 'Whi^l^ 
thei*e .is nothing wrong/with such motivation^, they ter^d, urjiess c^re is 
taKe'nJ^to subtly undermine investigators' Tespect f6r the;subj*ecj^s of 
research. , , /< /. / - * . . 

J;?hat lesS&ns can be learned^'frora the. poor of research? Precious 
little that applies only<^o -the poor once we have acknowledged thVt ^ . 
th<?y have been used too expiusfvely and loo uninfoi^edly. ' Even th.e*. \ ' 
problems created by lack of disclosure extend beyorid the/'poor to gther * 
research participants as well. / Yet we eould learn* a. lot if we viewed- 



■'trie "t^eat^ent o.5 rhe -poor in research telling evidenoe*'of problems 
'inhe'rent in contcnporary resear^:!! pracftices. What can be done? ' » 
^(1) The confHeting values acquisit,ion of knowledge and, respect 
for the autonomy of t!he indiVidi/al sh"buld be m^re operrly acknowledged 
anS subjected- to •a relentless* scholWly, and public scrutiiny. T^appie-**' 
ciate that the iluj^leinentation of suciKa recocnpendattoo'may create- new 
tensions,* *for it would reveal^ tha't our commitment tb life igay not be**' 
v^ry strong wKene*'er it, costs Joo^ucl'i or whenever it interferes with* 
other collective 'benefits ve visft to. obtain. Life* ^s not a'^pearl be- 
yond price; at i'east'' it h^^ot -been so up to now. It ihay'prove too 
anxiety-provoking to- bring this, faat out into the open, •particularly^ 
in the arena of^isedical research where patients are so frequently ^m-' 
ployed as subj/?c€s.v ' Thus^ since r^earch must and will gb forward, it 
has been ^.fgubd that.^the mentai health of S9ciety may be better served - 
by avoiding 'the proiribl gat ion of clear and purposive choices as to whom 
to harhi (without their consent) for the collective good. I subpiit that 
we take for onc§ a'diffepcnt approach and try to decide more Consciously 
a/id sel f-conscicfusly whom, we wish to use in medical research, under 

"kh^t circumstances'," and wjth what safeguards. 

(2) Our value prioriJii>s should be reordered in favor of total fidel- 
ity to^ the subjects of research. It may slow down research, -impede the 
acquisition of knowledge and the advancement of science. Yet, might 
not future generations, benefit more from an .experiment tha't for once 
ga^e the highesc priority to respect for the^ individuals who are living 
today, and not tomorrow?' After all, what is progress? Does it not 
poipt into* many directions which we cannot pursue all at once and all 
at tffe same pace? . \ * 

• (3) We should insist that investigators'" sit down and talk with their 
prospective sub»jects as' long as it takes, and until they are certain 
that the. subjects understand what is being asked of them. Only those 
who do understand should be' allowed to participate in research. ^ ' 

Last hionth we paid a small sum of money to the sbrvivors of the 
TusJcegee syphilis study. Yet the best reparation we could pay them,, 
as well as the poor of all ages, is .to Find answers to one question: 
Ivliat can we learn from our treatment of the poor that will improve the 
lot of all ^suhfjects of research? After* al'l, the treatment of the dis-' , 
advanta*ged has often been an indicator of the health of society. The ^ 
health of science may also be reflected in how it , treats. its pop'r. 



FRANZ INGELFINGER 

My colleagues have alluded to some of the reasons why experimenters may 
have been/inclined to use the poor as subjects. In particqlaT, they 
have emphasized characteristics of the poor "as individuals: the cul- 
tural, social,- and educational dejDrivatipns that may makp each poor 
person a more tractable subject.- I should like to emphasize another 
feature that has made the poor desirable subjects for medical 
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investigation: the» poor as a ^roup ftave been administratively more\eli,- 
.gible 'than^othpr, segments of t4ie papulation? 

Bx and large, .thp pbpr have received inStitut^ionalized care on* 
♦ charity hcfspi<^, wards ^ in the city hospiital outpatient clinics, or as 
charges of the Public Health Service. Thu^, gr6ups9of the *poar could 
be more 'effectively divided, ^treated, «rid follo^wed, StandaT4ized.and 
unvarying regimens could'-be.-administdred^ and a consistent record forr 
mat cofbid be applied. * The poof^ if dis!5atisfied Vith their care, were ^ 
hardly in a position t6 change^ doctors. In particular*, --the poor lack 
.that hindrance to the investigator, that is, the private doctor whd, to 
be suye, jnight be profiting from a Jee-for-service ^rraryjement^ -but whe- 
at the*sai3e titfie was' independent enough •to disrupt any effort-s tb st^n^ 
dar^ize management who w^s Erratic enough to keep heterogenous arjd ^ 
often undecipherable recbrds*, and who, above aH,. was ready .to act as 
ah advocate for his payitig pa_tients. 

(Dr. Thomas may remember* that when we were in medioal s,chool we were 
given a lecture on the care of* a patient by one of Bosto/i's most suc- 
c'essfui practitioners. Unfortunately, this otherwise "impos^ing man 
stuttered a bit. So, we were told that we must always keep in" mind the 
human needs of the pa-pa -pay-patient?.) . ^ * 

JKe administrative eligibility of poo:; groups, that is, th'eij regi,-' 
'mentability ^nd their manageability as 'groups of expe^ inrent a i"* subjects, 
deserves consideration for two reasons. In the first place, experimen-^ 
tal use of the poor*because of their administrative eligibility con- 
tinues up'to the present -with, ironically 'enough, little opposition 
from the parties very much concerned with the rights and dignity qf 
mUch smaller groups of experimental subjects. Seoond, the number of 
administratively eligible is steadily increasing and may eventually 
include much of the. population, presenr company not excepted. ' An exam* 
ple of use of the poor beoa us e jo f > t he i r administrative .eligibility 'is 
provided by -recent studies involving over a million. of California's 
ecorforaically deprived, the sp-c^lled Medi-Cal beneficiariesT 

In 1970, a trial was' instituted to <iet ermine, whethei^hospitali^at ion 
for Medi-Cal -ipatients could be decreased by a st^ter^nfdrced, require- 1i 
ment that 'all nmiemergency Mpdi-Cal ddrgiisions must t>e approved^ for 
hospital admission and for a spe'cific number of days-of* stay,' such 
approval being obligatory 'before adirfission.^ Results: as compared to 
numb€Jrs expected 'on the basis of previous experience, days of hospital- 
ization fox* the poof during a nine-month period were. reduced by about 
16 percent. In*a similar trial, ruri under somewhat ^difffer en t_auspiceSj 
a 17-percent decrease In days of hospital utilization' Vas achieved. 

^The results t>f these^ studies were* acclaimed. as evid^nc'e that hospital 
overutilization could be contained/ But, to the best of my knowledge, 
there was no way of telling .whether the hospital days saVed were merely 
at the expense of overutilization or whether, rihdeed, the health of the 
poor had been adversely affected. • ' ' -1— . • 

. In another exppr'iment, in 1971-72, ncarl<^^a milliqn Medi-€al behe- - 
fxciaries were placed on co-paymerit s'taWs; that is, they -h^d to pay 
one dollar for the first of two medical visits each month, and -fifty 



cents for e^ach of the first two prescriptions each month. Those who 
conducted t^e study decided that the co-pay features did not interfere 
with'the care of what they ^called serious illness. Yet, in the Aid for 
Dependent Children program, co«payers obtained immunizations, at about 
half the -rate of non-co-payers, and 9 percent of the AFDC grdup re- 
ported that co-payment had deterred them from seeking med-ical care. 

in the experiments just 'cited the immediate' goal was not hygienic 
but economic disQovery: Louia tne poor be taken care of more chea'ply? 
But obviously hospitalization was withheld from the poor rather than 
other segments of the population because the Med'i-Cal population and 
its riecords could be mote readily controlled and effectively analyzed. 
Similar use of many whose health care is supported by state or federal 
government is far from unimaginable should a need be perceived for other 
socioeconomic medical ^experiments related to health care or for random- 
ized olihical trials on the effectiveness of a certain prophylactic P 
health measure. * ' . 

If the poor will continue to attract investigators because of their 
administrative eligibility^ one may ask who are these poor? Are 
Veterans Administration patients, because they receive institutional 
and governmental care, poor? Since they are also administratively 
eligible -- even more so^ than the 'economical ly poor--- they might be 
callednsociaily deprived, and hence, according to this panel's defini- 
tion, poor. Thus, mo^t large-scale randomized clinical trials these 
days,, it should be realized, whether of drugs for hypertension, cancer 
management, or surgical procedures, are the results of cooperative VA 
studies. 

In the future, depending on what type of national healfh insurance 
is- promulgated, perhaps most of us will be "poor" in the sense that we 
will acquire the characteristics of administrative eligibility: ^easily 
accessible and standardized records, manageability, and susceptibility 
to fol low-Up control. In the United Kingdom, 'for example, randomized 
clinical trials appear to have been carried out more effectively and 
more,fre(^uently than here. A number of explanations may be offered, 
but one is i;he administrative availability of the.population under the 
National^ Health Service. In spite of Dr. McDermott's comments yester- - 
day, we are now in the heyday of the randomized- trial , and conduct of 
that trial depends upon the conscription *of • lar^e "bodies of the 
population. 

The expanding number of the poor as defined by us will benefit the 
economically poor, for their up.^to-now particular burden will be dis- 
tributie*d across much of the population. But much of the population — 
and this. is- what concerns me may well be politically dominant, and 
such^a majority,, if its fears of becoming guinea pigs are accentuated, 
or i-f-'it§ attitudes are those as .epcpressed hy^ some of the members of the 
last panel yesterday, such fears may produce disastrous restraints or 
encumbrances on- essential clinical investigation. ^ • , ' 

Present .as .well as future generations argue Tor the establishment of 
.mechanisms that will pr(fteCt*administ;ratively"ellgible groups from. ^ - 
improper experimental procedure. TKe^ sizable/if yet 'limited number of- 
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poor groups that exi^t today requires that protection for their sake. 
In the fut-are the protection of the many more who will rexreive insti- 
tutionalized or at least federally supervised care is necessary, I 
think, ^QX only for their sake, but also'fdr the sake of- unstifled 
medical research. * - - ■ 



INQUIRY AN'D COMMHNTARY 

GERARD PI'EI.:^ I -am a publisher. But I speak now in all due diffijdence 
as a philosopher. There has run through the contributions to this 
Forum, especially from those uho are concerned with the urgency and 
the need of humart subjects for medical research, the propositfon 
that we are engaged in the 'balancing of values. The title of this 
session of the Forum is "Individual Risks Versus Societal Benefits.'' 
There is the notion that it is possible to balance the- compromising 
of individual privacy- and integrity on the one hand versus the need 
of society for the urgent tasks of medical research on the** other. 
* This has a kind of an American pragmatic sound about it. It is re- 
ferred to in 'our popular culture as the balancing doctrine that the 
Supreme Covirt invokes in talking about 'the choice between individual 
freedom and the needs of the modern .state. 

I wantxo observe that Alexander .Meiklejohn, in a marvelous * 
little es^y on the First Amendment , > has pointed out that this 
balancing doctrine, in our law has its origins in a profound crvojr 
committed by Oliver Wendell Holmes. The Holmes notion of freedom of 
speech was predicated upon, as MeikJejoha said, *'the vulgar notion 
of the marketplace**; he .held that the First Amendment was 'addressed 
to the right of the citizen^ t;o be Fieard, to put his propositioji into 
the "marketpl-ace of ideas.'* Meiklejohn^ s cori;ection of the Holmes 
error was to point out that tfie- First Amendment was to protect the 
right of the individual to hear«and to point out, further, that the 
qitizen as the- governor., as t^he sovereign of a self-governing democ- 
racy, must have absolute ^freedom with respect to the public business. 
It is this sanctity of the individual that is the end for which an 
open society exists*.' And so, I say,' we cannet- hay^ any balancing 
of the integrj.ty and sanctity of the' individual** against any need of 
\ socipty for increase in its knowledge and understanding. Walah 
McDermott said most wisely yesterday that the rendi^ri^ng Of 'informed 
consent, under whatever circumstances, cajinot;^ relieve^ the investi- 
gator of his solemn moral obligation and responsibility for. the terms 
and Gonditibijs of his study.. 

JOAN GOLDSTEIN: I H^vq been the National Coordinator of the Women's 
Health Task Force'of the National Organization for' Women. I speak 
as a feminist; as a sociologist, and hopefully, as a humanist. 
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, ♦ .One of the questions tfiat has been raided thi's^afternoon, and 
very weH raised, is the one of rolg^defiaition: that is, who are 
the^persons Who' ai:e used for human experimentation?* We have the < 
captive group, that is, the persons in institutions, mental institu- 
tions and prisons. We have the poor and, as Dr.' Foster mentioned, 

• also the Chicano women v^ho were experimented on in terms of birth 
control. And so we would have to say VKoHien*|. Any woman who has 
been given ^ oral contrace ptive ha c in ^^c^r j. been a subject in 

• human experimentation. ' * 

Thus, the group seems to be a specific or special population.^. 
group. It is not the large population; it is a special popul'5tioJv' 
on whom experimentation is done. We are -led to beli^'f- t-hat experi- 
mentation^ is done on persons for their benefit. Does' that taea'n .tji^t ' 
they are the prized members of society because^ tihey would benefit ' / 
more than anyone ^Ise from it? ^ , . \ ' ' j - 

I think the conclusion, we would have to draw is that this isfjidt 
the case. They are the expendable members of th^; society-, not the' 
^privileged. My concern is not that there be federal regyiations ovex 
the human experimentation, but that the -federal regulations will not 
'be enforced, that we will" be led -to believe that by virtue^af Jthis-:" ' 
system we wilhsj^e protected. Obviously, we need to be -prote^'teB,' ' 
because somehow or* other we are the chose,n people; 56., - therefore, 
I think my concern is. that we fo^:u^ a great deal jnofe not, only on 
regulatory recommendations, but that the enforcement and monitoring 
of such human experimentation^ as well as data cpIlection.ji which has 
\ been extremely poor in the whole area of birth contrbj* devices, be^^ 

• put iato effect and ftiandated.- . * 

'THOMAS: Thank you. I will take .advantage of my position here* ^t this 
podium simply to. point out that there is'^a large«4)ppulation of 
patients on whom an intensive and, I would suggest, significant sort 
ofi clinical research is and has been going on for years in this * 
, country that has not^been iirerrrt"i'onfe^ in comments either from the 
panels or the floqr. Thes^ are people who are not imprisoned, not 
captive, and not in any way coerced, as far as I can see from my • - 
own experience-. 'These are patients. Most of the'work, for instance, 
that goes on these days on the problem pf multiple sclerosis where 
clinical 4"vestigative questions arise %s on using volunteer pa- . 
tients who have that particular ^disease." Most of the research effort 
now engaged countrywide in trying to find a more satisfactory answer 
to the problem of cancer is correspondingly 'beipg done on patients 
with irancer. I hate to make it seem as though that kind of research 
has cOme to an end, and that oui; main concern is how to jio larger 
and larger scale research on normal human subjects; \ 

D. T. CHALKLEY: I am fron th'e National Institutes of Health,' and I 
would like to give -you a few statistics. 

The NIH over the period since 19,47 has supported about fijO,OGO re- 
search projects * involving human subjects. Since it supports about 



one-third of* the research, that means, that there have been approxi-, 
mately one-quarter raillion projects involving human subjects suppor- 
ted in this .country since roughly 1947. 
. In the last two days we have heard the litany -- Tuskegee, the' 
. Naljis, the Chi^ano women, Dr. iStough, and Dr. Mandel. Nobody has 
■mentioned Sa^iger. yet, noi>.ody has mentioned Hodgman, and nobody has 
mepfipned J)i$ic1^20inv St Willowbrook has b'een mentioned only 

^Sjr-tefiy^, ,l5ut ;wlth .QO-.r^ference specif ically to hepatitis and Shigel- 
losis.. . 'Kobo'd^ has fnenxtjioned Holt's studies on infant nittrition, no 
'.yef^t'^^zsi-^ th"e cases m court at the moment -- Neilsen vs. Regents 
htelso'n'^V'^'.the*:{iniJte^ States, Baily .vs>,. Mandel -- buF they add up to 
iX\?out fif'tew.. -tvbst is ,,Opi percent of.-*all;of ^the projects that 
liave been_Wp^pfe^d$\i.n;tM.s cduntrji:*. '■. - V 

Ther^ V^fye, la^tK^^lasf yestr,' approximatfLLyj40^ 000. malpractice, 
suits .brought againsf the phys*ician^. in-' this coi^ntj^yi. Less' than 2 
, percent of al KpHysicians are engaged in reseat^;, Twp percenj:-* of 
^40,000 would wo'flv out to a&out. ^OQ .^expected .mai^eiear^ ca5.es; there 
"ar^ t^o in the..f obrts . ^/iNowK^re -i^J th^^^ntir.e,^^ 

law^'^s a foalresearqh s^it''bee^l ^uccejS^'fi^Uy j)jris^ ^.<:ourt ,^ 

in this-Ooyntry, ^not one. Vale^llnive^^i't-y, a;feK.-'ye,ars -ago,, looked v 
int6 the question of . whetTier or not their, li^^.feilit^;^^ 
apply to malres.earch as-Kell a$ loalpractice.^'VTjjieir ■ l/iiu^a^^ 
rier looked into it and saidi; *Xertainiy^". &ec^use th^'^-e'^rievei' had 
been a malresearch case. »Thet*e have be.eK .instances, Jbp't th^eyvaTe\>^ 
rare. ^: ' \' ' ' v 

One of the problems that, we face in tryilug to equate- ali .of t)iis * 
is the problem of -the balancing provision .:^Vt* wajs/ref.erred to." 
There are, it is true,* the. First, t}ie Voiixif^j' ^^^^^^ 
vments, and surrounding thes^ amendments /t^e per\um!5rii\<5.ffXrf^rnted 
^consent. But against what do we balance thi^?' EV^^.yi'nati<jnal con- 
stitution sejt up in the twentieth century "provides .t^hat 'the citizen's 
have a right to. medical care^Or access tp medical caice- pjr/ even, in a 
couple of instances,' alright tp advances gB<d . improvements in ipedical 
care. Most of tHiS constitutions set up in the ninet<d,enth centaury 
have the same provision. But "the Constitution of the United States 
Was drawn in the eighteenth Century, when it was believed that ill- 
ness descended from on^high- through the '.Horsemen of the Apocalypse, 
and there was no mention of liealtH .anywhere in^ the United States 
Constitution. , - , • - . , ^ . , 

j Citizens of. the Sovidt Union have a right to medical care, but^ 
not the citizens of this country, *n6t in the Constitution. Subjects 
of ^Lizabeth 11, Queen of England, «have a jiS^^ medical care and 
of actcess to medical care afnd improvements in medical care. But 
,when Ain a constituJ)ional situation one is required to balance the 
rights of consen<^, which are very real, against^the individual, 
against the rights of the' population to medical care^ whether these 
persons be. poor, whether they 'be prisoners or what have :fou, there 
is nothing against which one can constitutionally balance that 
question ' 
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I would agree that an argument has been made very strongly over 
the past two days that research, if it is to be done, should be with and 
. for the fetus, with and- for children, with and for women, with and for 
the poor .or any other group. IVHat I see here is an argument over and 
over again that this group shpUld be excluded, that group should be 
excluded, and I suspect that frankly^all of u^, sooner or later, would 
like to JF ind reasons to exclude everybody. This is rapidlv what we- 
ar^ "getting to. But it is an old saying in the law that justice de- 
layed is justic^ denied. It can equally truly be said in medicine that 
research delayed means benefits denied, and one -of the problems we are 
facing is, not only the balancing of the justice in the laws but the 
* balancing of the medical rights of this community. I urge you to con7 
sider carefully the medipal rights of those persons still here and 
still to become ill, and of those yet unborn, yet to be conceived who, 
Ci, if We do not consider research today, will suffer from those same 

diseases tomorrows 
« 

ANDRE HELLEGERS: I am Director of the Joseph .and Rose Kennedy Institute. 
Could I ask whether, the health security imperative that is being ^ 
post^ulated by Dr. Chalkley would be serious enough to institute a 
lottery ty^e of draft to provide the population to be the subjects 
of the nontherapel^tic research, and would that not then be a sort of 
general obligation of the public that would get Us around all of the 
problems of special pleading for special works? 

THQMAS: We will cpme back to that by way of the panel. 

MARTIN KAPLAN: TTm in cTiat^ of research development fox the World 
Health OrgaXjization; Geneva, Switzerland. The -particular point 
this, morning is research on the poor. I merely wanted to urge that , 
in formulating or improving and protecting th6 rights of the poor 
that the research involved not be displaced to foreign countries. 
One of the* vulnerable population groups, as we all know, in many 
foreign developing countries are the poor. One particular area of 
research, the development of hyperimmune gamma globulin for, antibody 
content by the plasma phoresis techjiique , ^has already found its 
plac^ in certain of the poor countries where formerly it was^done in 
the United States. 

So, my plea would be that whatever safeguards are set up within 
thd United Stages for the protection of its own po,or al5o be taken 
into account for the poor of the other countries. 

STEPHEN WELLS: I am a psychologist and a member of the Fordham-Yale 
Prison Research Project. I would like to address myself to the com- 
ments that Dr. Katz made concerning the interpersonal dynamics of 
. the relationship that develops between researchers and subjects. I 
very much regretted not having the earlier opportunity to respond to 
Mr. Bronstein,. who distorted our study and particularly with regard 
-to the main thrust of the study, which was precisely on this point: • ^ 
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to examine the' phenomenon of pharniacological- research conducted in ' 
a prison from' t-he standpoint of* a psychological event and " 
environment.^ 

-Our approach>was to simulate a typical drug research experiment 
and then to evaluate it as one' does a psychotherapeutic experience, 
to use standardized, psychological measures both before and after. 
Our finding, which he neglected to mention because, I assume, it did 
* not accord with his needs, was that we obtained highly significant 
changes in the direction of enhanced personal self-esteem and' im- 
proved self-concept, with aggression dijninished to a gtriking degr.ee 

Granted, these were short-term findings and possibly not likely 
to endure, they did open the possibility that the very act of con- 
^"cting research could be an experience that was highly beneficial 
for Mhre. subjects. This is the^backgrcJund on our present 'studies 
that have sought to examine this^.phenomenon in detail by construct- 
ing research environments modele'd oti therapeutic ones. ,We just 
finished a series of researches in the prison, and we are also* going 
to be conducting these with free-living populations in which knowl- 
edge obtained "from group th^^apy has been applied to the research 
setting. This would include educational experiences w^th regard to 
informing and informed consent, opportunities for extensive discus- 
sion on the part of subjects during the course o^ the< experiment , as" 
well as repeated oppDrtun|ties to manifest consent, all of which has 
suggested to us that we» are dealing with a much richer and. more coiii- 
plex relationship than simply the act of an organism ingesting a 
substance for a certain purpose. 

The po.ssibilities of benefitvs, in terms of the experience that 
men have with accepting in positively oriented research the, oppor- 
tunity to generalize learning ' from an interest in the ongoing re- 
vsearch, may be quite significant. Our conclusion from our research, 
among others, is that to have a mental health practitioner attached 
to a research, unit to examine both the interaction between research- 
ers and volunteers, and also tp^attempt to structure the e'hvironment 
so it is a beneficial one for the subjects, would be a useful addi- 
tion to the present research practice. I would be interested if Dr. 
Katz would comment on that. 

,SABLV: This panel started oUt very well with definitions.. Dr. Foster 
started out by saying that he wants a moratorium on medical research 
on the poor. He went on to define the poor as those wh^^re illiter- 
ate, those who'are senile, those who aire mentally incoil^Htent, or 
those who do not know English, and I -suppose, do not have a trans- ' 
^ lator at hand,. ^ * ^. 

Now, I would like to make a comment about Dr. Katz. While » 
Dr, Katz was talking^ I was looking around the audienc'e'to see'how 
many of my colleagues whom I know to be engaged or hav-e been engaged 
in human medical research had horns' sticking out of their forehead, 
am quite sure that some scientists have horns, and fSp do ^pthers. I 
think philosophers commit mistakes, as well as lawyers, scientists^ 
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and all other' members of sociotj^, and we should be very careful 
about those mistakes and to see that they do not occur. 
• {iaving said that, Dr.'Katz posed a question from Isaiah Berlin: 

^ IVho in" the' nSme of what has the right to do anything to a person 
without his consent? answer to that very important' question is 
that the** laws established by society and not )Sy individuals have 
that right; but as Abraham Lincoln long ago said, 'There roust be a 
mechanism" whereby laws that are -bad can be repealed or modified." 
We can specify for future guidance the definition that Dr. Foster 
gave, and wp should not generalize from t-he few mistakes to all. 
The colleagues that I know are as much members of that large group • 
who respect human rights and the rights of the individuals as that 
small, group who have erroneously agproprkited to themselves that 

.name which belongs to the hunjireds qf^t^-lTions of decent people in 
the world. ^ 

BERNARD BARBER: I am a soc iolgL|^^o^ml have done some research in this 
field. I would like to addr'ess mvself to Dr. Chalkley and espe- 
'cially,* also, to those who applaudd^so vigorously at his remark, 
y First of all, as to the" facts, he is alleging that only fifteen out 
of 250,000 projects supported by'the NIH since 1947 have been I 
was going to say actionable at law -- have been taken to ^he courts. 
The data from our study actually showed that something like about 10 • 
, percent, .by the evidence of the researchers* own responses and the ' 

* researchers* own definitions, have not conformed to proper standards 

* of rnformed consent or risk-benefit .ratio. First of all, the facts 
are such that there is a greater problem here than Dr. Chajkley is 
saying. , . 

' • But I am more distressed by the stance that he is taking and that 
the medical researchers are taking. Do you mean to tell me, do you 
mean to tell yourself that your definition is now going to be legal- 
ity rather than morality? Do you mean to tell, me that the medical 
research profession in this country, which for the last thirty or forty 
years claimed to be in a somewhat higher nforal position than the 
therapeutic medical profession, is not about to place itself in the 
same position a.s the medical therapeutic group? Do you want 40,000 
mairese'arch suits?" If you don*t, if you are going to stand on 
morality, we havp to start doing something about it now. Nobody is 
accusing you of* having horns. 

People* are saying that therp is a new moral climate. \(e nde^ 
your help. - We have' to work to^g'ether. We have to do sometn^g\lii>dt 
all of thi^. A simple negative defensivenress will not do. iSinsist 
that one ©f th^- great reservoirs of morality in this country has 
been the biomedical research profession, and 1 very much hop^^that 
in this new movJi) task tltpt confronts us that strength will not be 
given up. . , 

JMteS CHI LDRUSS; I am Chairman of the Department of Rejigious Studies 
at the' University of Virginia. .Hollowing Mr. Piei ; too, want to 
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call into question the , doctrine of balancing individual risk and, 
societal benefits, not so much in a* legal sense as in a social and . 
nioral. sease. I want to suggest that the^-e' is a ©ore fundamental 
, question ijv back of it, 0T)e that actually determines how we proceed. 
^ What are our starting points? What are our presuoptions or, to use 
leg^l-like language, who has the. burdea of going forward ai\d who 
tias the burden of proofs and what is the burden of proof? 

Sow, I would suggest that there are two models that work. in f our 
discussion. One model that we have heard, perhaps most frequently 
from the researchers, gives as a starting point the great benefits 
of medical research. The presumption' i^ that it will achieve bene- 
.fits. ^ Then one asks how and within, what limits, perhaps with a . 
certain fear of restrictions, especially governmental restrictions, 

A second model, and One that I would propose, starts with a 
different presumption.- It is that we should not engage in nonthera- 
peutic experimentation on human beings and do not impose risk on 
subjects if those risks cannot bea-r benefit and'Unless certain in- 
formation cannot be gained in any otheV way. I wouW use the lan- 
guage of necessity, and would also add "unless there can be consent^. 
Then* I would want to see .the procedures to enforce this. 

' IjP actual practice there will certainly be agreement between 
.these two models relating to many cases, 'perhaps jeven to most cases. 
But I think what one sees as important issues will depend to a great 
extent- on the starting points and presumptions, and to talk about 
baJancing apart from them is to misunderstand the issue. 

VIJAYA MELNICX;, I *£Lm a faculty member in the Department of Biology at 
the Federa>*City College. First of all, I would like to make the 
comment that since t see Dr. Foster on the platform, I am finally . 
happy to see-some color on this podium. Secondly, I read in the 
* program that ;chis is an Academy Forum on "Experiments and Research 
'with Humans: Values in Conflict." During the time that i have been 
hare conflict has been kept out; *at least by the people who have ^ 
presented their papers from the platform, there is minimal conflict. 
Yesterday there was hardly any. I question why the people who have 
publicly held opposing views on these subjects, such as consumer ^ 
groups, stu^dent medical groups and so forth, those who have been 
involved iii poverty research, as well as in concerns in the poverty, 
-area, have hot 'been invited or been part o'f this presentation; I 
think that we have to get more of a total point of view, and if we 
were reall/ interested in finding out 'the various .points of view 
'that we should" have had those represented on this platform. 

LOUIS LASAGNA: I am Professor and Giairman of the Department of Pharma- 
cology, Univer^^ty of Rochester School of Medicine and Dentistry. I 
haVe long been persuaded that it. is possible to do bad research ancl 
stupid research and xmpr^oper research. on the rich and the poor and 
blacks and'whites .and men and women and prisoners and nonprisoners. 
I am also, however, persuaded that it is po'ssible to, do proper and 
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intelTigent and socially useful research on almost anv population ^ 
that has been discussed during this two-d^y Forun. It seeas to,Eie' 
what we should be doing is evolving nrles for playing this game ifi 
such' a way that things are done .properl/ and ethically and with 
humanity and compassion. 

I an struck by the fact that the horrors that are described, the 
giving of placebos to Chicano women or ,the injections of cancer cells 
into unknowing, chronically ill patients in Brookl>Ti or the mrrors 
described at Nuremberg, perhaps have an added special dimension of , 
horror by reason of the fact that the experiments involved the poor 
or Chicanos or Jews or prisoners. But I submit to you that these 
experiments are horrors independent of the nature of the population 
group. I submit to you that they would Have been ethically improper 
and horrible were they done on Dr. Hubbard.' s family or the Rocke- ^ 
fellers. Therefore, I think it behooves us to pay more attention 'to 
evolving rules that will be applicable to all, to the rich, the poor, 
* the white and the black, the advantaged and the disadvantaged. 

BERNARD DAVIS: I think Mr. Barber- brought up a very important point in 
suggesting that the medical profession should not be happy at defen- 
ding its actions simply in terms of the sm^lT number of legal attacks 
on research'activi-cies. I think this is a very fundamental point, 
because the whole movement that led to this, Forum a^ose not many ] 
years ago when the fields of medical ethics, which has always been 
' implicit in medical practice since time -inmiemorial , was* taken out of 
the hands of doctors b>- professional ethic isti and people with other 

' backgrounds reiated to this vho raised very serious questions of 
ethics, who helped sharpen the perception of doctors to errors that 
have crept into many research studies. For fhe first couple of 
years, as long as .the discussions wrere concerned with sharpening the 
moral perceptions, this caused groups to bevmore self-conscious in 
'ffiedkal research about the rights and wrongs o^^what we are doing. 
I think there would be few- medical researchers that would not wel- 
come that movement. ' ' u 
Now,-< however, what started as a concern with moral issues has 

• become 4n increasing concern with legal actions. The promulgation 
of regulations that bind the -medical professioiH^ whether within the 
NIH or elsewhere, are legal actions. Dr. Edelin, for the last few 
weeks or mdnths, has not been wrestling with a moral problem; he has 
been wrestlW wi^ a leg^L' problem. I think that what leads to the 
polarizationVhat I deplored in-my remarks yesterday is that tf^e are 
I facing not only adversary rejations in our discussions^between cer-, 
^tain lawyers and doctors; we are facing actions that are soon going 
Uo lead to extensive bureaucratization in the form of legislation. 
The dangers of legislation displacing moral concerns are those that 
all of us who wish to benefit from medicine must be worried about. 



THOMAS: I would like"to^commend the panel for being so courageous and - 
-patient during all this -^ime^and now turn the meeting back to you. 
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FOSTER: My problem is coapounded, as you can see- Not only do I have 
to be concerned about vhatever rules, regulations, guidelines are 
structured for the whole realm of human experimentation, but I have 
to be a bit more concerned as they are applied to both the poor and 
to the blacks. I think everyone here realizes there is an asymnetri 
^ cal application of standards in this country. The likelihood of the 
Hubbard family being ripped off^is much less than f<Jr a poor black 
family in this country. I am very sensitive t;o the fact that the 
great majority of heart recipients have been white, and the donors 
have been bjlack. I know, and I feel it. For these reasons I am 
trying to structure, at least a segment or glean out from that popu- 
lation and protect those that are at most risk or most vulnerable. 
7 1 think this is appropriate; but again I would like <to emphasize 
that I think it is in the best interests of both science and the 
humane community, 

I ^m in agreement with you. Dr. KatZ/ that the poor 4xe_quite 
capable of comprehension. But man^ times they don't comprehend, /not 
from inherent deficiencies, but from deficiencies of the experiaen- 
tcrs', rather than the experimenxees. Things are not explained to 
them, and no effort is made .to do so. And indeed, there is an ele- 
ment of subterfuge often used because people may reject experimental 
'processes. But I really tecomniend my changes on different grpunds. 
J am concerned, as I have just mentioned, about the mal -application 
of the standards and the lack of enforcement, and tfiat is really 
what prompts my recommendations. * 
t ' ' ' 

KATZ:"I yyant to be brief, and I don't know where ^to begin. I have a 
hopeless feeling that we have not understood each other. If what I 
talked about can^be sulnmed up iti making the point that researchers 
/ have horns, then I almost want to .leave -on the next plane. 

Researchers don't have horns. .Ix would be nice if some of them 
did becjause then we coul^d identify, them, and we would have no prob- 
lem. But we -are dealing here with real-ly/fundamental human, psycho- 
logical, scientific, and value issues, d^ficult issues. J don't ^ 
^ think they can.be resolved easily. And when I suggested that we 
take one approach, \ only tiid this in order to create some discus- 
sion. But I was more interested in saying. that these value con- 
flicts have to be acknowledged, and they were not acknowledged by" 
. this Forum in this' last day and one-half. F^or better or for worse 
the research comnTunity feels under attack, and it had to , take a 
completely , defensive attitude today andV^sterday rather than to^ 
explore the issue. ' --^ 

-I have two more^ ucry. brief points. * One is the horrors of the 
e;cperiments, I wish I had not even alluded to some^ofjthe horrible 
experiments that I did. Dr. Lasagna ii quite ri^ht: these Tiorrible. - 
experimt^nts will occur under, whatever regulations you might have. — 
.The real problem is_ the day-to-day conduct of human research, and ' 
, what I wanted to open up'for discussion is, the extent to which human 
. subjects are not being informed that they are participating in«^a , • 
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research project. .1 can'give >:ou. count less exaaples of their being 
iie4 to about the nature of the research, et cetera'.... . 
'• And this brings me to my final point, and I feel badly that it . 
has to be ad hoiainera, but I do have to indemnify Dr. Chalkley. - % 
Or. Chalkley, of coQrse, is quite correct. Out of .all these experi- 
nents only fifteen or so uent to court ia the last .ten >-ears.; but if 
he does not know to what extent even the research^ projects that are. 
'Being condiifted under HEK guidelines are in violation of these guide- 
lines, he ought to find out. • , 

•Of course, he cann6t find out very easily or could not until- 
.reconrly.' I am not sure whether the regulations have been changed. 
They change so fast these days that even I cannot keep up with them. 
But' at least until recently there were not mechanisms in the HEW 
Regulations that made it ^nandatory, for example, to report to him 
and to" report to the Secretary whatever violations occurred m the 
conauct <)f research. But I «ink there is lots of it going on... 
Maybe it has to go on. I aimiot at all suggesting that things ought 
to be changed, not necessarily so. - But we ought to be a littU bit 
•more self-conscious, and we ought to know a little bit more as to 
what we are doing and why we are doing it. ^ 

ISGELFINGER: I agree with Dr. Barber that the medical research profes- 
sion should not engage in negative defensiveness . But hdving said^ . 
that, let me engage in a little bit of it, because you know /ou fac^ 
' -facts Dr. Thomas, yesferday, said., "I don't believe that all this 
■ outrageous experimentation goes on." . Jay Katz now has said -that he . 
knows of nany, many examples 'where patients are, being 1 led to, where, 
they are not- being told about the nature of the experiment. 

The editor of a medical journal cannot tell whetfeer or pert the _ 
subjects were Hed to. .So, I am not corameniing on that. In the 
Hew England Journal of Medicine, if we now receive a paper of a 
Randomized !rial, we ask the author, "Did you or did you not tell 
the patients that. the medication or the procedure you §et is received 
by lot or was determined by lot?" So things' are improving, I think, 
as a -result of the- efforts of many of the people who. are here and 
others. This' is a position we have, taken, and people will be in- 

• ^°™^«^back'to negative- defensiveness. Of course we should have a ' 

, positive apprpach, but what is.it? How can we achieve it? Cari "e - ^ 

• Seie it by lottery? ' I think Dr. Hellegers was probably speaking 
witil tongue in. cheek- but no, I think one has t-o sell 'to the public. 
That i§ why I tr.ied -to make the point about more and more people 
being, involved as administratively eligible subjects. ^as to 
'sell to the public the idea that ipedital research is ultimately 

' benefiQial. If people say that -it isn't, then one cannot talk to 
. them But if it is, then one has to sell to the feminist, for 

example, the#<5ea that she wants'studies on contraceptives 

And Dr. Foster, if you w^nt tq exclude certain grpups, the poor, 

all right;. but you are going to deprive -those poor of studies that 
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are -particularly germane to their problems. > They are susceptme 
because of their economic deprivation to conditions of malnutrition 
9r oertain infections*' or other conditions, such as p^chiatric prob- 
lems. So, I think to exclude them from that kind of study is dis- 
advantageous to them. I would hope that the poor would evejitually* 
push, for certain studies. So, the positive approach that should 
come out of a meeting like this, I hope, would be a great er accep- 
tance of the public for the need for medical research but iznder cer- 
tain coRtroHed conditions, which 'l agree should be a.matter of ten 
commandments 'rather than a series of infinite numbers'of small rules 

I should like to conclude by referring to an article by Hans 
Jonas in the 1969 issue_of Daedalus / which I think is one of the 
best articl-es ever written in this general area and in which he 
covers practically all the subjects we have disciisSed in the last 
two days and in which, even though he is a philosopher , he does 
brLng in' the fact of balances. Dr. Jonas cites the following as 
the principle of the order of preference: 'The poorer in!ki?owledge, 
motivation, and freedom of decision, (and that, ala's, means 'the 
more readily available in terms of jiumbers and possible manipula- . 
tion), the more sparingly and indeTd reluctantly' should the reser- 
voir be used, and the more compelling must therefore become the 
countervailing justification.** ; ^ ' . 

This, it seems to raej is the prope't approach, namely, we don't 
make absolute rules. Ke do not prohibit use o'f -capt-iye groups, 
poor groups; but the more we use 'them, the more we have to knc^w 
what we are doing, and the more careful we have to he^in t'he imple- 
mentation of our inve^stigati'on.,^ . ^ 

- ^ * " ' *■ . 
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REMARKS BY THE HOKORABLE 
CASPA-R W. KEIMBERGER 



Secretary of Health, Education, 
and Welfare < 



The interest of th> Department of Health, Education, and Kelf^e in the 
issues that you are considering "in this Forum is self-evi.dent. A major 
goal of the Department is to improve health through* research; and 
another is to protect the rights of- those who participate in that re- 
search as subjects. * 

Some feel that'this is an irreconcilable conflict. To us. ir repre- 
sents only. the necessity for achieving a reasonable balance of all of 
the interests. In searching out this balance, we cannot forgefthat 
no matter what various perspectives we^briTig to this task, there. is 
one common interest that we all share:- the absolute necessity of con- 
Ti^uyjig all forms of -research and in such a way that the basic human 
Tightt>«fesaJJ concerned arc protected. If we forget either part of 
that equ^ion^v<u: e wil^ be very serious difficulty for us all, ^nd for 
mankind in general. ' ' , ^ " , 

It would be foolish to suppose that there are,hb problems in doing _ 
this or that it can' be done easily. But it would* be equally foolish to 
suppose that •we" should not make the effort or that there can be no 
progress, for we have actually already demonstrated rather substantial 
progress. Fifteen years ago, HEW funded a study on. clinical resoArch 
Involving human subjects. That study, condu/fed by the Law and Medi- 
cine inst4tute\atH}ostop University, citc^. certain research project 
in which investigators did .spinal taps on healthy newborn infants with- 
out the parents* consent. The physicians who conducted this experi- 
ment saw nothing wrong with it at that time. T^ey believed that as 
physicians they were the best judge.s of whether the spinal taps were - 
safe or not. They said that parents could not possiljly understand fhe 
nature of their research ,- and therefore would probably deny their con- 
sent if asked. Such reasoning would be unthinkable now. 
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The issue today Kas advanced to new grounds. It nov hinges 6n fthe 
issue of whether informed conjsent from parents for a procedure that may 
be of no iiraaediate medical, bene.fit ts> the ^infant^or perhaps'ever , is 
ethically acceptable and -legally valid.. The* future of a* great 3eal of 
vital drug research also hinges on the r^solution'of this. question. 
These are things that necessarily have^o be decided by a wide spectrum 
in the community. I think that the best way to do it is to try to get 
some ,as effective and as flexible' guidelines-as possible so that each ^ 
individual question* dpes not bave to be researched and trie^ out, soto 
speak, and worked over at endless lepgth while we arfe denied the fruits 

^of what could be and in many cases will be very valuable, very, ess^- 

"tial research.' 

On drugs there is a particular dilemma that iFace and that will 
illustrate some of the problems involved. The Harrison-Kefauver Act ' ' 
declares that no drug to be used in interstate commerce can be adver-^ 
. tised for use b/ any age group without first having . identified the 
correct dosage and both^'the safety and th^ efficacV'-of that drug. The ■ 
drugs now can be tested among adult volunteers, of course, to ascertain 
tjiose things. But if there is n9 way of trying to test drugs on chil- ' 
dren'to get that kind of information"-- and at the moments the mechanr 
isras are, at least, cloudy new drugs could be denied to- children ' 
simply because .there is no mechanism for prior testing. So, there_is - 
no real way to abidp by the 'Harrison-Kefauver Act as it applies to 
drugs for children unless we get a clear mandate on the ethical issue 
of testing drugs on children as subjects: As Secretary of the Depart- i 
ment, I am obviously on the horns of the dilemma. I *am responsi^ble for - 
propiulgating food and drug laws effectively, carrying them out, and 
administering them, and yet we' must certify that the Food and Drug 
Administration is complying with the jlaw. This would appear to be pre- 
vented in the absence of certain clear ethical guidelines concerning 
.the issues of how you get informed consent, how 'yoxi can make some tests 
on children and infants who, necessarily, have to be involved if we are 
to develop the proper dosage, if we are to enable children ta have the 
benefits of vhat might be a very considerable medical advance. So, we 
do need, obviously, to try t;o work ou^ some kind of guidelines, some' 
kind of formulae. thSt' will* enable us to cbncl^ude that ,^t^iere has been 
sufficient informed consent to proceed vr^ 'A ' \ ' ' 

There is no bo4y of law statutor^y Or case law o^ consl^itutional 
law -- that clarified 'or .gives us a certain answer on this whole prpb- ! 
lem of informed consent. So the needs of -science and the needs of 
humanity have moved, in a sense, beyprt'd the prese'tit insights of the. 
law. But since, as Mr. Justice Holmes said, "Thfe life of^.law is * 
experience," we may .very wej_l hope that the expediences can become part 
of the law. That is essentiaTly^th^^rocess^ irt which we are* engaged 
right at this precise moment. * 
^ Whb can give informed consent for minors in research prpjects? ,The 
law likes to reason from analogies, and have some analogies^ in 
guardianship cases , matters that are not quite as important as this .in 
many situations, but some that might be consi-dered. TJiere are those 
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wWre we recognize that infants and in some cases unborn children can- 
not give that consent, where we -recognize that consent of children is 
necessdry and we try to find somebody who can at least •'be a sufficient- 
ly close representative'with sufficiently c^ose .interests so that they 
will be able to substitute for the child until he achi.eves maturity and 
the ability to give an informed cpnsent. That is a familiar enough 
thing in the' law in other &i<uations* We can perhaps us^ some of those 
analogies to develop further guidelines. ^ 

• -4)fugs, oT course, are no't'the only problem here. Alst> at issue is. 
the whole progress of research, for example, into the chronic degenera- 
tive diseases. As scientists, you will know, far mot*e than I about the' 
fact that the most vital area of Research against heart disease and 
cancar is concerned with investigations of normal /tissues , -normal 
bodies^ all of. the development tfiat.mi^ht be considered normal, in 
order to define abnormal. For this purpose, obviously, research must 
be conducted among a population of presumably;^ normal itifants, normal 
adults, normal volunteers. In order 'to conduct.-that res|arc>,. we Jrave ' 
to find'some means. of . deyel^ing a.met-hod tii^ pfot'etts -the interests 
of those 'infants- and children '^whom we are investigating to see if, in 
fact, they are, normal. This,' in turn, can help us produce happier, 
healthier lives for millions of individuals not yet bom who also have 
an interest that has to be represented; and in many cases ^is repre- 
sented to some extent,, by the people' doing' the research. So- it is a . 
classic kind of dilemma .involved in piiblic administration and ethics 
andT^law and science. Th^re is no question .that this kind of work has 
to be done. - - 

Another very hot, burning issue in this whole field is the use of 
prisoners for research. Scientists have long viewed prisoners as an 
ideal population for certain controlled studies, because their diets 
and their life-stales are easily observed and easily 'controlled. As 
you know:, "^any very beneficial discoveries, particularly in the fields 
of immunization and microbiological 'processes , have come from research 
on prisoner subjects. I think it is clear that they are needed in many 
kinds of research.' iVhat is not cle.ar is whether or how prisoners, who 
live in a ^coercive environment, can freely give .^eir informed consent 
to become research subjects. This is an issue about whit:h there is. 
little likelihood of any final agreement, and the matter certainly has 
not been helped^ by some of the more recent examples that have been be- 
fore us and that started many, many years ago. I don't know tl?at we 
are ever going to get a solutijniiijsj i^^ we can say .t>at everyone be- 
lieves there has beea fult^andTanaT^reement or'ThatH.-s^xbe proper^ 
way to protect the interests of ' prisoners. Some would say that^h^ 
only way you could do that is to mak e sure that t hey are released from' 
prison, at which point you lose aU of the biologicaT^Sdvantages^ 
'having them in -a controlled environment. But we must come to some kind 
of reasonable decision op the question. I don»t think it is reasonable 
to say that the situation is too difficult or too delicate and there- 
fore that we should not consider it^. because there are very real and' 
''very necessary advantages to this kind of populatl-on. .But it is 
equally-important that we make every effort to get what in many cases - 
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is a-somewhat easier^ r,a.^ -Lhan the "case with infants and children, a 
•tfuly 'iirfonned consent; and the voluntary nature of it, af course, is 
the place in which a lot of this would start. 

This illustrates, I t;hink> the reason why, at one time, it seemed* to 
me so obvious that it was, going to'be virtual ly impossible, in this or 
•in some of the oThe'r govermnentai tasks that I have tried to perform, 
to please everyone. Now I- am being brought rapidly to the conclusion 
that it is going' to be' impossible to please anyone. Nevertheless, that 
would certainly not be a deterrent for trying because, the staked are too 
high. The goals are too' necessary, and the, results are too hopeful to 
allow us to give-upy 

So solutions are a very real necessity. The real te^t will be 
whether tho compromises that inevitably will have to be made to bring 
us 19 a final result will safeguard the essential rights and responsi- 
bilities of everyone concqrned, and yet ensure that researchers will 
have sufficient freedoiji to continue making at least attempts to secure 
and duplicate the illustrious achiey^ements of the past. 

It is easy enough to state the dilemma.^ But^ this is essential, 
because if we don't, it is too easy to say' that one factor overrides 
'everything else, and therefore we can ignore everything else. If we 
don't state that dilemma, if we don't realize the difficulty of the 
problem, then I thin*k we temd to polarize and to prevent and in effect 
make miicfi more dtiTicuit our ulTimate task. 

We have made a substantial amount of progress, I think. In 1966, 
the then Surgeon General issued a policy statement governing the pro- 
tection of human subjects in projects that were supported by the Public 
Health Service.^ The policy was codified in what you call and know as 
"The Yellow Book.'' I am told that -when that .first was published^ sonie 
scientists' said that the code would simply make impossible any future 
research because of red tape and delays. This is not to say that the 
Yellow Book was perfect or that the guidelines can now be picked up and 
followed in all .programs, but those dire predictions did not come true. 
In many ways, the 1960s turned out to be a golden depade for scientific 
inquiry, and I think that a great deal of it was done accompanied by • 
and guarded by ^ome of the prptectionS that; were first proposed in the 
mid-sixties*. Once you bring the ghosts out of the closet and .look at ^ 
some of the problems and some of the difficulties, approaching them on 
a kind of one-by-one basis or step-by-step 6asiS, to quote from a col- 
league ofjnijDLe Jji- tlie Cabinet,, it is quite* possible to get solutions 
that initially seem to be impossible. ' ' - 

, We should not underestimate the difficulties. They are very real. 
But sometimes I think that we make some of our own difficulties just by 
believing that they are too hard to overcome. A few years ago the 
Director of the .Vatidnal Institutes of Health •began several- studies tl) 
develop guidelines for protecting prisoners and the mentally retarded 
when they were involv.ed in NIH-supported research. In time the scope 
•of these studies embraced all activities that were conducted by the 
Department. F^ventually, a few months ago, tijis resulted in my issuing 
proposed policy and draft regulations to govern research invd^^ing these 
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special subjects. Misunderstanding and suspicion have arisen over 
-some of these proposals. I think, this is not a bad time to. fry to 
clear up_some of these. • ^ _ • 

The firM point, 1 .think, that should'be made is t'hat we s^id not* ^ . 
issue/ the^ proposals in reaction to congressional prodding. Our work" . 
preceded by a long time jrhe interest of the Congress^. I don't think 
that is particularly important, but I mention it only because a lot of 
people have said, **Well, you did not really me'an this. You just rushed 
into it because the Congress forced you to do so." Some people say 
that we never do anything thaJt^ the Congress wants us to do anyway. So 
this would bo sort of inconsistent with that viewpoint. But the simple 
fact is that the Department, for a long time before I came and while I 
have been there; has been very interested and deeply concerned with the 
necessity of trying to deal with this problem of protection while per- 
mitting and encouraging necessary research. 

Secondly, |:he5e proposals did not emerge from the perspectives of 
some narrow interest group! This,. again, is a curious example of the 
way the attacks normally conie. Some said that they weje the work of 
prople who had no training in research and who had a built-in bias 
against having any done. Others said quite the opposite, that all of 
these things came from apologists for the research community, and 
therefore were automatically to.be distrusted. The facts are and I 
know because I participated in a great many of the sesS'ions, having a 
real interest in this subject myself that the people who pi^t 'these 
proposals together represented a balance of interests and expertise. 
There were lawyers, including myself and many others. ^ There were re- 
search, scientists , and we had a ^person trained in bioethics, which is a 
comparatively new field, but pne which we thought was very important to 
have represented. These people, in turn, consulted at length with some 
of the nation's most respected' experts in law, medicine, and ethics, 
many of whom, I am happy to note, are present today.. There >'as a sus- 
tained effort made to try to get many differing viewpoints and many of 
the interests that have to be balanced brought into consideration 
during the course of this process. 

The real problem is not any^lack of sensitivity to competing inter- 
ests, but' it is this very difficult task of trying to balance and recon- 
cile diverse and strongly held views on both sides, stating the terms 
of that reconciliation in ways' that will permit us to administer future 
regulatory programs fairly without looking at each single research 
experiment and applying some kind of different, perhaps subjective, 
^standard to it. 

There is another example that might be of interest. One of our pro- 
posed regulations would require any research conducted overseas with 
our government funds to comply with the essential standards of the 
policy as a whole. That, I think, is a broad way to phrase it, i^ut it 
is a clear indication of what..i>5 desired and what is intended. However, 
it also provides,, as I think you have to do, that under special . circum- 
stances the policies can.be modified. , We have had a lot of differences 
o)7er this proposal. Some say that it is wrong for our government to 
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•attempt to dictate to other nations how our research should be conduc- 
ted_ inr their countries. Others say that any opportunity or any possi- 
bility of modifying the requirements would merely drive unethical 
research overseas. The real problem, however, is to assure that all of 
pur funded research meets with our basic ethical standards, while ad- 
.mitting that some* conditions make strict adherence^ to all parts of the 
' rSgiilations frankly impossible. 

We have one case, just aS an example, although there are obviously 
going to be many others. If a research project were planned to dis* 
tribute a nutritional supplement to ^group of tribes in an African 
country, would it be reasonable for that investigator to be required to 
convene a consent committee composed of a lawyer, a physician, a com- 
munity representative, and an ethicist to determine whether 'it should 
be done? I thinlc just stating that indicates the impossibility of it. 
But under the model that we have talked about we think it would be 
possible to consider such cases on their merits, and that is the value 
of the review procedures .that we propose. We could not achieve the 
necessary degree of flexibility if the program were established by 
congressional act or a court order, which is quite likely. And court 
orders are much more, likely to l>e rather totally negative tkan to have ' 
any degree of flexibility. 

So, what we are trying to do is ta develop some kind of a set of 
safeguards that will -have a broader application than just a single 
individual project, that will have some decree of flexibility, that will 
enable this vital research to continue, and that will enable us to be 
able to assure the public as indeed we have to do that human 
rights are indeed being protected. I don't think we can ignore this 
point at all because* the publ ic , through Congress and through numerous , 
other bodies, has voiced its interest and its concern. Since that is 
the kind of government we have, fortunately, it is clear that the 
establishment of any kind of public ryles for the conduct of research 
ihvolviitg human subjects is public business. For one thing, it iff 
funded with public funds to a very considerable extent, and it is some- 
thing that is obviously going to have to have the support of the public. 
It is the province of no one group that is narrower or smaller than the 
public as a whole. The issue.s are the province of no one. They are 
the concern of everyone the scientist, the research -subject, the 
taxpayer, and the public who are ultimately to be the, beneficiaries of 
the findings of that scientific research. . • • . 

Another way of saying it is that if ypu are. to have publicly sup- 
ported research, it does, indeed, have to be .publicly supported. You 
do have to have considerations of this kind clearly in mind, and I 
think everyone has to recogj^e their vital importance. So I particu- 
larly welcome, and I atn sure everyone here as well as everyone in the 
scientific community who may no^^ be here will welcome, the creation of 
the Natienal .Commission for the Protection of Human Subjects of Bio- 
medical and Behavioral Research that' ve chartered and held opening 
meetings for just a few weeks ago. " . , ' 
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This Coihmission has agreed to undertake a very difficult and per-' 
haps a thankless job. But we chose as carefully as we could to try to 
get not only a high degree of expertise but a broad representation of. 
the interests that do, indeed,' have to be balanced.^ I think without 
the public spirited woxk of this Cojumission, the work of everyone in 
science might well come'^to.a. standstill. That would be bad for every-- 
one, and most especially theiprople who are destined'to benefit from 
research. 

Wfe should be clear on one thing: the work of this Commission is your 
work, everyone's work. Its sugcess is either going to be your success 
or your failure. The health .and well-being of countless millions, in- 
cluding many unborn generations whose interests cannot be represented 
on that side dny more than they can be directly represented on "the side 
of whether they can consent, will depend on the work of this Commission. 
I hope it win have your support, your understanding, and your 
cooperation. 

I would lilse to express the deep appreciation that I feel to the 
Natiojial Academy of Sciences for its initiative in convening this Fon^m. 
Your daliberatibns will help to provide an invaluable and essential 
backdrop for those of the Commission. They will enormously help me and 
all of may colleagues in the Department! I would be astobijded if there 
is full agreement, but I would be equally disappointed if there are not 
some extraordinarily valuable contributions made that will benefit the 
National Commission, but more importantly, perhaps*, . in the longer range 
will benefit all of mankind. 



IN QUIRY MP CONtMENTARY ' ■ : , 

PHILIP HANDLER': Thank very much, Mr.' Secretary, for this very* 
^ thoughtful and illuminating statement. We are most grateful. 
.Secretary Weinberger has indicated his willingness to answer a few 
questi'ons . 

SECRETARY WEINBERGER: I hope they will all be of a suitable technical 
difficulty so that I will be able to display my, layman^ s qualities. 

GEORGE' HILL: I am not sure I will be technical or suitable, but I will 
• 'try. Mr. Weinbjerger , -why i^ it that you pick on the poor and the . 
" 'poverty people to get the brunt of the cutoffs in Medicaid and the 
various programs that have come through many years of hard labor ^and 
-decisive fighting of our congressmen for them?" Why do you insist on 
destroying the benefits oY the poor and those who are too weak to 
assert -theur -prerogatives in Congress? Is there, perhaps, some 
feeling on your part that they are not the deserving, poor ? ' 
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WEINBERGER: TrVat question is so totally incorrectrTn its assumptions 
that while it^^is obvipusly, I am sure', an important part of your* 
agenda tjiis afternoon, I will nevertheless answer. We have a Si, 6 
billion increase"^ in Medicare and Medicaid, and even in these ti^nes, 
and even by Washington s'tandards, I would^iot co'nsider thaXr that is 
.cutting off or destroying a program. ^ 

HILL: I don't think you haVe answered* my question. At the p'rices that 
ve in Medicaid have to pay, there is a great .discrepancy between what 
you speak^of in tOt^Tl numbers of dollars and what each poor indivi- 
dual has to spend, for medicine. 

WEINBERGER: That is not correct. At a $1.6 billion increase, *we are 
le ll ahgad of oven today's inu ch too high rate o f inflation, an d 



there will be real benefit increases in both pr*^rains« 

HILL: No physician wants to take a Medicaid applicant or dependent. 
How will^you arrange to develop a program in which more money 

HAiNDLER? I &m sorry, sir, but you have departed from the subject of th^ 
meeting. . " • ^ , • 

WEINBERGER: Fortunately, sevefal physiciahs are more* than willing and 
eager, a'nd^ happy to take Medicare and Medicaid patients. 

• ,* 

DENIS, PR>\GEIJ: I am .Director of the- Population Studies Center at 
. ^ttelle iMemorial .Institute. Mr. Secretary, one*of the problems 
tha*t many of us face is the protection of the institutions doing 
mddical research.* On the one hand, we are attempting to use our 
institutional Committees to^protect the rights and nelfaVe^'of human 
subjects. On the- other hand, if many of the institutions do not ^ 
' obtain some sort of an indemnificfation,*'#3 will be* unable to take 
*»the kinds of risk^ institutionally thaf, ^e' necessajy. under-, ^. 
"Standing is that at Itast ^in^your Department, i'tis the prerogatrive. 
of the Secretary himself %o grant these kind^rf't* ??M^nif ication . I 
^wonder what kinds ^f. things are happening within the Department? 

WEINBERGER: That is a .vbry ^ood quc?stion, and it touches a very diffi- 
. cult point. Vf^m can work oat the set of guidel inejj>»^nd rules 
• under which it would be clear that research conducted according to 
cer^tain wellcunderstood -guidel inGs did -not produce liability, we 
. would not, rcak^h the* question of indemhif ication because you would 
not^Jiave to indemnify anyon^e except; against* a liability.. 

Now, tfjis is not to say that there might be p,eople workijig under 
auspices of an institution who might 'depart from thpse *gyide- 
' Hnes. Then you would have your normal agency rules and* all the 
' x*est as to whethef or not the institution was ultimately liable. 
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What I would like to try to do \yould be to work out indemnification 
primarily \%hero th^re has been a following of thfe guidelines that 
^are laid but. In other' words, 'l would like tht guidelines to be so 
clear, both to the institution and to the person doing the research, 
that the \>ays of cfeing it are stated and can easily be followed. ' If 
there is a departure from that and the institution is in no way 
Responsible, then v^ithout any action by the Secretary and in the. , 
normal course the institution would possibly be freed from liability 
))y the courts. 

"^Tho difficulty is, as ue know, that anybody can be sued for any- 
thing regardless of the merits of the case. And the expense of 
^defending is very great. If I had not^ spent most of this morning 
d i?alili.g wi th what ue , I* think, correctl y eall the malpractice crisis,' 
I would suggest that possibly' one of the bett*er ways to try to do it 
would be throug]^ some form of insurance. After this morning's ses- 
sion,- I am not entirely sure that that is correct. But we would 
try our best to insure that both the. institution where the work is 
done because Gbyiously they^ave to be encouraged * to do it and to 
sponsor it and the individual who does it, if they. follow certain 
guidelines, would be freed of later responsibility. That indeed 
would be the purpose of the guidelines.' And this argues for trying 
to qjake the guidelines as clear, as easily understandable, and as 
easy to fellow as we can. It adds to the size of the problem,' but 
I do not think in any sense that it is insoluble. It. is handled in . 
analogous ways in other legal situations throughout the wljol^ spec- 
[ " * t rura of the economy. " ^ - . * ' . . ' " 

SAMUEL GOROVITZ: l.am Chairman^of the Department of Philosophy, tjniver- 
sity of Maryland, I think it can be argued that although univorsi- 
-ties'have no monopoly on good quality ^esfearch, the possibil it/ of ^ 
maintaining productiv<? Research programs of the sort that we all 
desire depends very importantly on the maintenance of vigorous, 
viable, and diverse universities. Yet highet 'education in this 
country tpday is in a very" tenuous condition. Its financial base is 
"Vapidjy e^roding. Many institutions' are on the brink of collapse. 
There does not seem to be in the near future any obvious solution. 
I wonder if you would commeat on the views of your office and- the 
plans to reso^lve this difficulty. . ; 

WEIiNBBRGnR: WelF, obviously any organization that spends in excess of 
$5.5 billion on the sub'ject is' interesteci in it. And' it is clearly,*, 
as'you say, an ext/aordijiarily Important part of the entire subject. ♦ 
We are very interesrteci j-fi it. We are aware of the difficulties and 
the ravages of inflation on higher education and on some of the 

^ problems that* arp involved in suitabJTe student assistance and in 

institutional aid. We 4o*think, ,that , first of all, we have ver-y ^ 

substantial studertt assistance programs bofor.e the Congress., We 
*- . * « 
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believe that that is one of , the very best wa/s of ensuring the con- 
tinuiaa of expertise and skills and continued existence of marfy of 
the universities and institutions of higher education. Student ^ 
assistance we think is a very proper way to go. and a preferable ^ 
way to proceed, rather than simply trying,- to divide the' resoUrccks^ , 
that are available -- and thny are limited, as all 'resources • are ^ 
aiaong all inrstitutions in some \ij\d of a joughly equal fdnaula. So 
we have opted for increased student assistance^ both at the under- 
graduate as well as at the graduate level. . ' . 

We obviously will continue to fund a number 'of research projects . 
of a ,su6stantia.l nature. The obvious ^Jlace for cart^'injg out these 
research projects will be institutions that are equjppped td do so 
and have the skilled, personnel , manyof whom wi'll^ have beeti trained, . 
with federal goveninffent assistance to carry them out. So this w^ill 
be another source of fedetal funding.. 

In the final analysis, we will continue to rely on very substan- 
tial state support for public higher educational institutions,' as . • 
we have had in the past. Here again I should emphasizje the pfoint ' ^ 
that I mentioned earlier: these publicly suppoarted 'iijstituti^ns 
have to have^pubiic support. So tlvere will be' considerations of 
matters in which the public is extremely interested, as the ones you 
were considering. .This is not. to say that we are going fo. tell , 

^ea how to run -themselves. That would be the ver>s last thing that • 

''^would want to <lo. It is a thing that I think the government is 
singularly ill-equipped to do, aside from any moral or^pfhilosophical ' 
factors involved. But, there .will have to be considerations by the 
^institutions themselves of th^ need for .maintaining public support ' *. 

' if*t^ey are to encourage .the kinds of public contributions^ f rom ^ 
state and. local funds'that have been there in the past ^nd I am sure 
will be there in the future. • V ' 

Ultimately w6 are going to have, to reduce very sharply the totally 
unacceptable rate' of inflation that is now 'in the economy and is 

'eroding not .only the value of all that everyone doe's but, even worse, 
is eroding -public confidence in our institutions. The^ basic policy • 
o'f the goveV;iiiient is -designed to' try to overcome that inf lationary 
spiral as quick-ly as we can. - It'is part' of th^ dilemma.^' We can, as' 
a federal government, with $52 billion, $62 billion, and possibly ^ 
$70 billion cieficits contribute mightily tO'more inflation! We ^ . 
know that inflation hurts^ part^icularly the people our Department., was ' 
called into'being to serve, hurts them more 'than any o'ther ^roup .in 
the community. It also hurts institutions and research projects. 

These are. all. things lhat we have to have in mind we,try ^o 
devise the basic policy of the government. 'I am convinced first ^of . 
.all, that the ^mport'ancfe of strong/ healthy, growing universitie-s ^ ^ 
and postgraduate institutions is so 'vital, for .the future of the , 
countf-y that it does now and always will occupy a' very big part of 
the priority setting of our Department. and of any Administration. 

...But'-.tbere are these other factors that I have mentioned that will 
undoubtedly have to be considered in the course of.it. Bi^t certainly 
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'the placement of federal research, the training of research scien- 
tists, th^ institutional aid to sx>me' extent for specialties, heavy 
emphasis on student assistanc'e at all levels these are keystones 
of .our* policy ^nd cer^airfly would be of the policy of niost anyone 
who addressed these problems. 

DORIS HAIRE: My interest is /in'; maternal and child health. I find in 
dealing with the various Was}vington agencies that there seems to be 
a great reluctance in those Sg^nci-es to. alert women that virtually 
-every woman in th6 .United States who goes into the hospital to have 
a baby an 'experimental animal. And there is almpst no discus- 
sion about the fact that we know almost nothing about the long-term 
effects of these drugs/' What agency can oae go to to see that this 

• information-. is given out to the general public? 

KEIN^RGE'R: It is the statutory task and the responsibility of the Food 
and Drug Administration t;o test with. great care'all new drugs; to 
"continue to appiy-the latest, technol'ogi&s, to]. old '^rugs that are- y 
authorized for general *use; 'ancf to report to physicians, hospitals, 
the public, and all who would be concerned #the effects of these 
drugs — their good effects, what .they might do, their possible 
negative effects;-and so on. In order' to bp able to carty out those 
responsibilities, some experimentation, as I have indicated, is 
clearly required. 

I personal ly^think it is overstating it a bit to say t^at every- 
one who enters the hospital to have. a baby' is a human expet;iment. 
There are so many procedures that are so thoroughly accepte'd and 
un^ei'^too^d and followed so regularly that they can b^ said to. have 
passed beyond the experimental stage. 'If tf\ere^are new drugs or 
drugs that are not formally and officially approved by the Food and 
Drug Administration artd that are* proposed t6 be used, then clearly , 
there should be the fullest and most complete understanding, of -that- 
by the pat^aent, by the doctor, by the hospital, followed by-zgree- 
. ment or refusal to "permit, their use, n ' .« 

We- obvious l^y" are trying to improve. * But we dti^and should rely ^ 
and have to rely on the assignment that the Congress has ma<ie to the 
Food and D.rug Administration to carry out-its responsibilities in 
this field* The use that is made of the information that is avail- 
able on the lalpjel and in tHe various publicariOns IJbviously cannot 
be controlled directly by the government, nor. should it be. But the 

, • information is there. It is out j^^^to get it there, to get i.t 

• accurately' and completely anck^*<TO^ate, makin^se of all new 
things that we know and he^f/^ut and learn. Onc*e that is done, if 
yie are successful in our t^^^^of* providing sufficient' protections .in 
the us6 of any experiments "fD^new ^rugs in order to acquire this 
basic data-, then we will hjp'e.proi^r consent for that.- ^ ' 

That I. think would be tlte^est answer I could give. I would be 
surprised if there was general agreement tliat every woman who entered 
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* -" . a'hospital to have a~cltild"was indeed a human research subject. But 

I do think that it is necessary for situations* where that is clearly 
J the case, v>1iere,hew drugs arq being used, to have the protections 

that we jiope will come from the National Comnission, from your 
deliberations, from the careful concern and consideration of the 
public over the next few mon'ths. 




TiiE NATIONAL COMMISSION FOR THE 
PROTECTION OF HUMAN SUBJECTS OF 
BIO>EDICAL AND BeIeaVIORAL RESEARCH? 



Charles U. Lowe 



On July 12, 1974, the President signed an act nOw'knov^m as Public Law 
r9^34S., establishing a National Commission for the Protection of Human 
-Sub^iict^^af ^iomecUcal and Behavioral Research. I would like to dis- 
cuss tins "pi^cen^f JegislaCion with you and hopefully identify some 
special aspects of it that may not be immediately perceived by all of 
you. ^ 

This Commission, to which the Secretary alluded and which this 
Public. Law creates, has, .in my estimate, several major studies that it 
must undertake. Frrst rs a general discussion of the four principles 
that underlie our responsibilities in clinical research: the question 
of what is care and wKat is research; the assessment of what is risk 
and^benefit when individuals are^ involved in clinical research; the 
necessity for identifying guidelines on how to select individuals for 
clinical research; and finally, perhaps the most difficult, the _nature 
and definition of informed consent. 

The second charge' to the Commission deals with consideration'of in-^ 
formed consent for a group pf subjects who may indeed be unable to 
give iaformed consent for themselves. These are generally recognized 
to encompass the classes included when one says minors, prisoners, and 
the»4nstitutional.i2ed mentally infirm. The Act does, however, addxa 
fourth category which it could be argued are diminished ia some way in 
their ability to give informed consent. , These are those individuals 
who receive their care under programs ccJhducted by or supported by the ^ 
Secretary. * . , 

Another charge to the Commission, and a -very difficult one, is to 
identify methods of protecting hyman subjects who are involved in bio- 
medical or behavioral research that is in fact not funded and therefore 
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noj.-control led by. the Secretary Of the Department of Health, Education, 
-^d Wei fare. 

The Commission also is charged to report to the Secretary and recom- 
mend policies defining the circumstances, if any, under which fetal re- 
search, research the living fetus, may be coliduct^d or supported. • 

Next, the Commission is charged to investigate and to study and to 
report to the Secretary the circumstances, if any, under which psycho- 
surgery may be i/sed . 

And finally, the (?omraission is charged with the development of a 
very large study that attempts to identify techno log,ical advances, 
social response to these advances, ethical posture necessary to accom- 
modate these advances, and public understanding of these advances. And 
v»ithin Lhe scope of this large study, the Commission is to identify 
such public policy as must be advanced or identified to assist the pub- 
lic to accommodate to these chang.es. .These constitute the visible 
charges to the N*ational Comnjission . < 

' I would, now like to identify what I call the' invisible charges, the 
hidden issues, or even the hidden agendas o'f the legislation. 

First pf all, that section of the Law that charges the Commission to 
identify the application of informed consent principles to individuals 
who are .receiving health care services under programs conducted or sup-, 
ported' by the Secretary sounds, on first reading, as if it concerns, 
for example,* tlfe Indians of the United States, whose total health c&re 
is provided by the Secretary. But if read carefully, it seems to me, 
it means that all individuals who are receiving health care within the 
United States are in effect covered by this particular paragraph *since 
programs under the HiM-^urton Act, categorical health programs. 
Medicare, Medicaid^ Professional Standards Review 'Organization , and 
Heajth Maintenance Organization are in fact all supported by the 
Department. * ■ < * ^ 

Another hidden agenda, as I call it, is in that sec«on which charges 
zhe Commission to identify methods ef. protecting subjects who are in- 
volved in research not supported by' the Department, and hence the 
Secretary ^has no direct authority oyer the programs. This indeed gets 

.at the whole infrastructure of drug testing within the United States 
^nd particularly Phase III testing.' It seems to me that it moves 
directly' into the office of the physician who engages with a pharma- 
ceuti.cal manufacturer in a program or project to test a particular 
agent. ■ ' ^ ■ • * ' ■ 05 

" Finally, it "is interesting that although the main thrust of the 
Commission is' research, there is no meation of research with respect to • 
psychosurgery- Thp. issue is whei)' should, psychosurgery be used, when is f 
it appropriate.' In effect it charges the Commission with telling the ^ 
Secretary how any behayior cont;rol achieved through psychosurgery should 

.be administered, and in .effect thus attempts to regulate a specific ele- 
ment of health care or medical practice. In general we have left these 
re(2|uirements to the individual states in their licensing procedures. 

We now come' to the special authorities Contained in this legislation. 
In two instances the Commission .is directed to report not to the 
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Secretary but directly to the Congress. These include that section in 
which the Corainission is required to develop protection for subjects in 
research not funded by the Secretary, and the preparation of the agenda 
for the National Advisory Council .for Protection of Subjects^of Bio- 
medical and Behavioral Research, which will be the surviving body after* 
the two year5 of acti-vity- of the Commission .ha v-e expired. 

Another rather interesting authority contained -within^ this Act is 
the fact that in contrast to other Congressional, Presidential, or 
Departmental Commissions, the Congress .was unwilling to let the CQjnmis- 
sion deliberate and simply deliver its report. The Congress charged 
the Secretary with the Development of regulations to implement the 
recommendations of the Commission. Therefore, -t'jn^re is little chance 
that the report will simp-ly sit on the shelf of some federal official 
or .an interested public . ' 

Finally, as the Congress apparently was concerned less the Commis- 
sion act and then be dissolved, it established wjithin this piece of 
legislation a National Council to advise the Secretary. This is to be a 
continuing body with no finite life to deal 'with all ethical issues as 
they emerge during progress in science anxl changes in biomedical 
technology. - " 

I 'would now like to discuss the so-called fetal ban. In Section 213 
of this- Act, the Congress said, "Until the Commission has made its 
recOmmendaxions to the Secretary pursuant to Section 202 (bj'* which 
is the Vharge to evaluate fetal research per se --'"the Secretary may 
not conduct or support research in^ the United ^States or abroad on a $ 
living human fetus -before or after the induced abortion of such' fetus, 
unless suc^ research is done for 'the purpose of assuring the survival 
of such fetus."- I have quoted d irectly ,f rem the statute because it 
sOems to me there is more misunderstanding about the so-called fetal 
ban than ^ftiy other element in this particular piece of legislation. 

The ban is quite specific. It is limited to living human fetuses , 
before or after induced abortion .o'f .such fetuses,- And i.t is limited in 
time, four months; and it is limited in that it does not exclude any 
research done to ensure the survival of such fetuses. _ I might add 
parenthetically that 'it is .not part of the l*egislation that the Deji^rt- 
ment, in publishing its regulations relevant, to this subsection of the 
Act,. chose specifically to enforce'only the language of the Act and'hae 
not created a total ban on fetal research. It is al30 worth noting 
that this pSrrticular section addresses only the^authority of the Secre- 
tary of the Department of Health, I:duciltibn, and Welfare. This is .not 
.a national or federal -bart* on fetal research. It relates only to such 
fetal research as specified*in the Act and such fetal research 'as is 
'supported, by the Department of Health, I:du<:ation, and Welfa-re. 

I will conclude with two general observations. It is my judgment 
that this nation has in genenal , and perhaps even specifically, through- 
out, its history, avoided all opportunities to sharpen controversial 
issues so that a head-to-head battle might ensue, in effect so that the 
Strongest might totally subjugate the weaker. This is particularly true 
with respect to moral issues. The single exception that I can identify 
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was the question of. slavery •and its attendant evils and ecovoj.ic rami- 
fications. The first half of the nineteenth century is replete with 
political efforts to blunt the ethical questions surrounding slavery, 
hhen these efforts finally failed and the opponents were apparently 
exhausted by compromise, the issue crystallized and civil- war ensued. 
This is a lesson that cannot be lost'^OT many who obsen^e our present 
efforts.. 

My -second observation is, that traditionally we have, I believe, in 
this boimtry avoided legislatrng moral issues, and even frOm -time to 
time, particularly i%ith respect to the original states-, removed from 
the statute books laus that smacked of sectarian interest: for example, 
the repeal of Blue Laws. We are now,_for better or for uorse, committed 
to a process thsx iiy^ fact may eventuate in regulating ethics. The 

latory rather than legislative and judicial. But i^i my judgment we are 
set in this course and in fact have initiated a major national experi- 
ment. Ilovs vsell and hovs successful ly 'our Commi'ssion moves to confront 
tKis challenge remains to be seen^ But ih'e tranquility of the nation 
aruJ tne emotional temperature may- wel 1 'l^e affecte4 by its deliberations. 
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CHARLES FRIHD 

In the segment of this program which is devoted in part to a considera- 
^tion of legal regulation of fetal research I mus^ take thirty seconds 
from my prepared T'emarks to say this. Whatever one's moral convictions 
regarding abortion, I think we should all condemn the prosecution and 
convIcti,on o£^ a doctor who, in good faith, performed an abortion to 
which the United States Supreme Court has said that the pregnant woman 
involv^ed was constitutionally entitled. This prosecution and convic- 
tion are. an obvious perversion of justice and a lawless act. It brings 
shfme and disgrace "^oo ail of those associated with it. No one of us J 
no matter what his conviction-s or sect, is safe if the criminal law can 
be twisted -in this ^shamefuf and cynica-l<Vay . ^ 



writing, regulatory mater ial , and— bureaucratic time devoted to regula- 
tiorr'of 'experimentation -with human subjects. It^ is striking that the 
iVIH guidelines and the recent regulations have by and large not pro- 
posed an/ new principles to govern this topic except in certailfi special 
cases, such as fetal research, to which I shall come presently. 

.1 do not mean to suggest that the principles in tJjose. guidel ines and 
regulations apre not splendid, only that thjey do Tiot in any sense inno-^ 



traditionally meant freely given consent, inforrped consent, untainted 
by fr;2ud (IJr concealment. "^Simrlarly, the law of negligence has always 
required an ipquiry into the proper ratio oj5rrisks and benefits in 



In the last decade there 




growth of interest , 
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determining whether, conduct leading to injury was reasonable. Both of 
.these families of concepts have been widely applied to the area of 
.jnedical treatment, although tho number of cases involving medical re- / 
search have been very few igdeed. ^r. Chalkley has told us this marning 
that the>' ai:e none. In a little byplay between us I think 4ie has almost 
persuaded me. ' * 

Finally there is another concept of wide and traditional application 
that should cover the experimental situation. And that is the notion ■ 
of the fiduciary relationship. A lawyer, an accountant, a trustee, a 
guardian, a corporate officer or U Lvi[JVidLKi JiTtTclof are all fidu- 
ciaries for those whose interest? they can affect and who rely on them. 
Khat that relationship entails is a strict duty to put the interests of 
the beneficiary first, to avoid both the reality and the appearance of 
a conflict of interests, and to meet the very highest standards of can- 
dor and- disclosure. It is amazing that no advocate has sought to bring 
the doctor-patient Relationship within the fiduciary concept. , It.would^C 
seem to fit like a glove. 

I suppose my audience, is astute enough to see' how appropriate the 
explicit imposition of fiduciary responsibilities on the doctor-patient 
or doctor-experimental subject relationship would be. I hope this makes 
my initial point that, special situations apart, there is nothing j.n 
the newly fashioned regulations that goes further or is ,more sensitive 
to -the substance of morality than these ancient legal concepts. 

Whatever the reasons, the innovation and amelioration that the regu- 
lations ^represent are not 'at all in the direction of substantive inno- 
^ vation. Rather, what the regulations do and have done splendidly is to 
force previous attention to these tradil:ional safeguards. These regula- 
tions foirce the building of a record prior to undertaking the experi- 
ment. In this way, -the kind of after-the-fact rationalization and 
fudging of what a^ctually took place will not occur. In short, the 
reform^is not a reform in the substance of what decency,' fairness, and 
fidelity to professional standards require. It is an "administrative 
" reform making more visible the- often invisible decisions §o^ that the 
ancient' sutTstantive standards may, be applied to them. 

Now let us come to the problem of fetal research, which is simply ^ 
the most vexed and difficult of tfie fecial category of problems that 
the Commission is deaHng with. The^ are two extreme, positions, both 
of which seem to me plainly unacceptable as a basis for' a national 
consensus. • ' . . ' 

\ One of -them would say that the fetus until the moment of a normal 
birth is simply a piece of the mother's body to which anything at all 
may happert so long as she consents to it). In other words, there axe 
those who 4>rould say that fetal research St all stages presents no moral 
problems whatsoever. * . ci • ^ 

The other dxtreme position is' the notion that fetus is a person 
from the moment of conception, and therefore from that moment has all 
the riglits of any other person. . Thus, for instance, its informed con- 
sent must be obtained prior to any experimentation. I do not mean to 
say that this latter extreme position can be shdwn to be wrong; it 
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cannot r It cannot, however, be shown to be right; And where a posi- 
tion siich as- that of fetal humanity from the jjioment of conception i-s 
totally unacceptable to* the moral intuitions of a substantial and 
respectable body of cfecent citizins, it is incumbent on those who urge 
this position to deiftonstrate it, and to demonstrate it on the basis of 
premises and _ forms of reasoning acceptable and understaadable to all 
reasonable persons, not just to those subscribing to special sectarian 
positions. These are the extremes. ' / ^ 

How, then, is the Commission to discharge its obligation? What Xhe^ 



prior experience or the success of the federal guidelines and regula- 
tions suggest is the foftowing:' It is unreasonable, unhistorical -- I 
would say fatuous -- to expect a central bureaucracy or a national coni- 
mission to produce substantive wisdom in this area. It is unreasonable 
to expect the. Commission to resolve in four months a^ centuries-old* 
probl-em of deep philosophical controversy. ' 

What can the Commission -do?* It must recognize its limitati^s.. It 
must recognize that it is a political commission expected to reach a 
practical resolutj^on to the theoretical problem that it cannot resolve. 
The Commission must r^alizfe that if they embrace either extreme, their 
resolution cannot command respect. Since they cannot possibly, confe up 
with adequate justification for embracing either extreii^e posit^ion, a 
decision at either extreme must appear as brut§, political flat. , 

What is expected of the Commission must be practical wisdom, and in 
this area practical wisdom must recognize the diversity of views and the 
evolving nature of the moral sensibilities involved. Just as the HEW- 
in proposing regulations for general research did not seek to develop 
new substantive standards,' but had recourse to the- traditions of decency 
in the community as a whole, so here, I think, that what the Commission 
can do i^ to allovf those community judgments of decency 'to^haye an im- 
pact on the practice of research. Concretel-y this means bringing . 
'1:hings out into the open, 'making considerations explicit, forcing justi- 
fica'tirfn, exposing practices and protocols to. criticism and judgment. 
There should not be laws, hoWever, enshrining either extreme po5itii9n. 
There sfiould not be prosecutions, firings, and reprisals based on eithei' 
extreme position,, because none of this is justified by the state of the 
arguments that can be made in the secular, pluralistic society. The 
best that the Commission can do is to allow the variegated''mbra:l con- 
sciousness of .the many people in *his^ country to work" on this issue, to 
work on it candidly, openly, and with* sound information. No more. is 
wisej'* no, more is justified, 

MAURICE HILLEMAN ^ ^ ' . , ' 

The'planet Earth ;ha?u.a'lways been a very ui)safe place. Plagues, pest;i- 
lence, e|)idemic-s^'r andpj^andemics have swept across the w6rld populations, 
and these hkve been .augmented by mass migrations of peoples, by poor 
socioeconomic conditions, and. by^ wars. Pr.eventive^medicine has helped. , 
make the world less, unsafe. My own career has been in this field. 
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largely jn vaccine development and evaluation, and it is in that con- 
text that I speak today. ^ - — » 

As all of us know, the revolutionary discoveries by Robert Koch and 
Louis Pasteur led to understandings of the'cause of infectious diseases, 
their mode- of transmission, the means for interrupting. contagion, and 
the methods for making prophylactic vaccinas understandings that ■ 
have provided the ba^is for modern preventive medacine. In fa'ct^ the 
dramatic lengthening of the average human lifespan to the biblical r 
three sccJre and ten years derives largely from the benefits of preven- 
tive medicine.. This accompl i shment that we now take for granted rests 
heavily upon years of experimentation, which included studies carried 
out in man himself. '^It is vital, i tlvink, .that such studies be con- 
tinued to permit the development of new vaccines and preventive mea- 
sure5. In no field ^of human endeavor can so much good be accompliii|^6^d 
with so little risk during the developmental stages. 

I assume that no' one would ^r^ue seriousl/ that study of promising 
new vaccines in man should stop. The epiceiiter ^of the present debate 
is really not whether, but how to proceed , /with what protections for 
the patient and constraints on the investigator and his institution. 
There have been occasional excesses of zeal and bad judgment in formu- 
lating and conducting human trials •in the past. This has led to grow- 
ing concern over the ethical aspects ojt human experimentation, and to 
consideration and enactment of ways t6 control it by means of legis- 
lative and regulatory processes. Clearly, balanced laws and reasonable 
regulation can contribute to progres^s provided that they remove and 
prevent the bad and that they promote the good within a frajjjeij^i^k of 
X uhat is feasible and what is proper. Draconian measures, however, are 
not needed. Society must counten^ce some ri^sk in order to achieve 
benefits. - 

There is part icularly favorable benefit-to-risk ratio in the study 
of new vaccines. Much knowledge can be gained with little risk to the 
human subject: A vaccine iy a'yoioiogical substance, eithei* 1 iving or * 
dead, that with acceptable or even sometimes no clinical side effects 
imparts worthwhile immunity against an infectious disease. It may be 
made and it may be administered in different ways.^ But the important 
factor , is' that it must induce immune responses in the.hgst, measured 
both serologically and in term? of prevention of d^^ease, and that the 
clinical side' effects be well ^tolerated or nonexistent. The prepara- 
tion of .modern vaccines reits on a century of technology and precedent 
.that permits the making of "preparations for which safety and efficacy 
can be a.s"sured with a hiah level of certainty, although seasoned judg- 
ment is still a necessary- ingredieilt. 

The clinical tests of new vaccines are initiated only after the 
chemical, physical, and biological attributes of the product have been 
exhaustively defined. / First,, tests in human beings are always restricted 
to s:mall numbers, and/ their, main purpose is to detect possible clinical 
reactions and to, measure antibody responses. Numbers of individuals 
given the vaccine are gradually expanded, consistent with demonstrated^, 
safety and immune responses in the previous, tests. Finally, there is v 
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expansion to' large numbcr> of persons to measure protective efficacy 
a'gainst the natural disease in properly controlled studies and to 
assure safety under conditions of large-scale use. 

N'ecessary to the accompl i shm<?nt of these objectives is the collection 
of several samples of patients* blood by venipuncture for serologic 
testing, the examination of the subject in the, process of making clini- 
cal observations, and the inclusion in controlled studies of persons 
in the control group uho receive something other than the vaccine under 
test. In these studies it is common practice, insofar as possible, \o 
give the people in the control gr(?up a different vaccine that they^ged 

' a'hyuay, and' co offer the test vacgine to the controls at such time as 
the study is terminated, so that they, too, may enjoy the benefits that 
the vaccine affords. 

In testing vaccines it' is necessary to select study subjects who have 

• n.ot had previous experience with the agent in nature, and hence are not 
alrea'dy immune to it. ~ F-or most infectious <]iseases, this means chil- 
dren 6f y.oung age, although some vj^ccines arc directed against diseases 
^ that affect adults as well. The ques^tion naturally arises as to :the 

considerations ^,,;HTtrxr iteria that govern the selectioi^ of study patients, 
both children and adults. One*, principle we have followed i'^ that laid 
down by the late Dr. Joseph Stokes, who said, in effect, that all pos- 
sible safeguards must be. taken to guarantee \he safety of the- vaccine 
being given and^that the vaccine must be of potential benefit to the 
subject himself. In the choice of subjects, it has proved most desir- 
able to include persons in institutions as well as those of open popu- 
lations. Persons in institutions, such as military establishments, 
prisons, or special facilities for , handicapped chiidi^en, such as the . 
mentally retarded, often provide th6 best circumstances for study of a 
new preventive agent, since large numbers of the persons still suscep- 
tible to a particular disease may be present in a sequestered environ- 
ment. The o(V>ortunity for close observation and supervision makes it 
readi !y. pos^^ible to ascertain whether jany cHnical reaction occurs. 
The persons who are given the vaccine may receive its benefits far in 
advance of the time when the vaccine becomes generally available. Thete 
may also be special advantage to the handicapped, since their infec- 
tious diseases often are more severe than in normal persons and such 
^ illness may add tp the afflictions from which these p'ersons are already ^ 
suffer-ifig. The intlusion of institutionalized volunteers in clinical 
studies assures the aval labi 1 ity of subjects in a single location where 
-^continuing surveillance can 'beVassured. . The volunteer, in return, has 
the benefit of» the protection afforded by the vaccine. an4, in addition, 
the opportunity to contribute to. a most useful endeavor that will give ^ 
him personal satisfaction. This' is especially true 8f prison 
volunteers. ^ r ^ o 

♦ ; The ethical judgment in vaccine studies involvinj^children and adults' 
*in open and in sequestered situations* seems tp weigh, heavily the side 
of doing such studies, under proper safeguards. The f)otential benefit 
to the individual^ and to society is high^ and' the* risk and incpnvenience 
to the individual* is low. The necessary inclusion of such low-risK 
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procedures as venipuncture, the nee<t ^or controls who do not actually 
recei\«e the vaccine under test, and the ordinary obi igat ions, of physi- 
. cian to patient, all suggest \the essentiality of providing full infor- 
saation to study patients, and in the case of children, to their parents 
and/or their guardians. ' It is a reasonable requirement that studies to 
be carried out be reviewed in advance by groups qualified to assess the 
medical and scientific factors involved, and also to assess the studies 
fton the patient^' point of view. But deprivation of the opportunity 
- - --to L - diiy o ut p i-op c r -studies that would-lead to progress toward better 
health carries its ov^ti burden and ruay, indeed, be unethical, if not 
inaaoraT, in itseif. ^ I 

All clinical studies of \accine are carried out under laws and regu- 
lations that include informed written consent, institutional review 
committee concurrence, apd review by the Bureau of Biologies of the 
U.S. Food and Drug Administration. For the most part these .controls 
function we^ll and do not prevent the conduct of clinical research in 
the United 'States, although they may slow the process markedly and may 
■ even jprevent the conduct of studies in some countries. * -^^.^^^ 

Let me mention siJme of contributions that recently developeS^'^va^ine^ 
have made to society. Measles virus vaccine was first introduced in ^ 
1963 and has now been given to nwre than 69 million persons in thd 
fUnited States. Th^ Center for Disease Control has estimated that the 
vaccine in the first ten years of use has- saved 2,400 lives, has aver- 
ted 7,SH)0'cases of mental retardation, anc3 has yielded a net economic 
savin^^f $1.3 billion. Live mumps virus vaccine, introduced in 1967, 
has iJPbeen given to more than 19 mi lliori persons ^nd has led to reduc- 
tion ef mumps .to very, low level, resulting in dramatic reduction in 
mumps encephalitis and death. Live rubella virus'vaccine was intro- 
duced 'in 1969- and has, now been given to more than 53 million persons 
in the United'^States ."""^Congenital rubella syndrome h^s been reduced 
about twentyfold, and the large-scale epidemic .predicted for the earl/ 
,1970s, that migly: have caused 20,000 fetal deatKs and 30,000 cases of 
'congenital damage, as "it did in 1964,' Ijas not material y^d.* The npw 
\ mbningococcus vaccine affords. high levels of protect ioriVS^inst meningo- 
coccal meningitis -that is' currently epidemic in Brazil ^n^ in oth^r 
'nations. 

If you look to lf\e future, vaccines against human ^he^^a-titis, pneumo- 
coccal pneumonia, cytomegalovirus-induced mental' re td^^^at ion, and 
chicken pox, as well as vaccines against syphilis, ^rjgjrrhea and.jother 
acute infectious diseases, seem clearly on the hori^cSi;/ Cancer in man 
gives evidence of viral involveme/it , and here too, a mjS^rt ant vaccine 
probes are being carried out. Ultimately, the hug^ r^ervoif of chronic 
degenerative diseased* — which may be due in large' measure to the rav- 
ages- of ordinary -viruses in extraodinary circumstandd;' and to viruses 
as yet undefined or undiscovered — may yield to pr^ntive approaches. 
Viral diseases are preventable, and the eventual c<}ritrol of the as yet 
uncontroll.ed diseases of fers a huge magnitude , of benefit for mankind 
tha.t can further extend man's productive lifespan ^sfrtd, more importantly, 
help assure his health and well -be;ng during his childhood, youth, ^ / 



young It hood, and maturity. Achievesent of such goals depends on 
our capacity to study new agents in human populations*. 

A 'great deal of attejition is focused today, and quite properly so, 
on the moral and the ethical' aspects *of studies fhat have been, are 
being, or will be conducted,, with particular emphasis on theUmplica- 
tions of such studies for the subject. I hope that the same degree of 
attention can al^so be focused on the moral and ethical aspecti of the 
inability of ^qualified irivestiga^Tors to condugt sound studies under 
-{H*oper auspices and a^greed upon controls. It seea s to in »-thatAthe 
other side of the coin is not being sufficiently examined. If agree 
thai prugrcbb m human health is Korthvhiie, if we agr^e that tiding* t 
new products in man is necessary before their widespread use, then it 
seems to me we must also agree that it is unethical and immoral 4" to 
use terms frequently heafd at this Forum for society, either through 
its legislative, regulatory, and judicial* processes, or through trie 
ijifmitely more powerful force of public opinion, to impose unnecessary 
constraints' and restraints so that testing cannot be carried out at all 
And^it seems equally unethical and immoral for segments of our society, 
be they institutions," states, or j'hatever, to declare themselves off 
limits for 'all such testing, counting on the fact that someone els.e, 
somewhere, here or abroad, will participate and that they will then 
benefit without having shared in whatever slight risk might have been 
involved in the testing process. 

I feel optimistic that the good judgment of everyone involyed in the 
decision-making equation and the participants and* 4iscp5sants here 
today are representative of that group -- will cut -through this, current 
complexity and provide standards and procedures that will promote • 
rather than hinder clinical research in man.- It is in the nature of 
man to seek and fi«d ways to give his 'children and' succeeding genera- 
tions a richer and more beneficial heritage than he himself received 
from the. generations that preceded him. I trust this Forum will lead 
us in that affirmative direction. 



RICHARD MERRILL 

I would like .to enlarge the range of debate and dialogue dnd dilemma ^ 
that the proceedings of the past da^ and a half have developed for us 
by introducing a factor th^t has been alluded to but not really exam- 
ined:' the processes by which government agencj.es becpme involved and in 
tervene in the decision-making processes of investigators and subjects. 

Most of the discussion so far has centered on what should be the 
criteria' for human e;cperimentation , for selection, for exclusion, for 
admission, for development. I want to examine briefly thp responsibili 
ties of one government agency, the Food and Drug Administration,^ with 
m^jor responsibility'in the area of human investigation, and suggest . 
.^Dm of the additional 4)XP31ejas.. that have to Jbe adaressgd and have to 
be con fronted 'when we decide what sorts of standards dyght to be ap- 
p^Iied. —Let me enter a caveat at the 'outset,. -As. a teacher of 
• * 
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adninistrative lau I vieu 5^ self as an^^5er\'er of growing federal in- 
tervention in this area, not as an advcTcate. I say ihis, knowing full 
weH that that distinction is goirig to lost in the course of the dis- 
cussion, but i*t ;s impopTant to make i"t now. 

The structure of my/reraarks somewhat reseables the story that Or. 
Eisenberg told us yes/erda) about NJoses and his arrival at the Red 
Sea the ^ood news/and the bad news. Cxcept that my remarks, it seems 
to ne, have the pa^icular \irtue of being interpreted in either v^ay. 
The message romes/n two i^arts. The Food and Drug Administration has 
this enormous ppt/t-nt .autJiprJJXJt-Ot ^fegulate and protect human V vppr? > 
mentation with iiew drugs. The other part of the news' is that sometimes 
that system doesn't wofk very well, ancf there are enormous limitations 
on the power 6r thgt agency to protect those interests. 

The dialogue the past two days has suggested how very 'difficult are 
the ethical/ issues th^t are involved in trying to develop standards for . 
human experimentation. The competing values between the individual's 
rights to/ bodily integrity and societ\'s desire for greater knowledge, 
and sometimes the physiciari- investigator's obi igation^ to preser\'e life, 
come intd clash whenever we tr> to de\elop the substantive guidelines 
for human experimentation. And this listing vastly oversimplifies the 
values that compete in even the simple cases. When you introduce the 
furtjier question of what should 'be the role of government in monitoring 
the observance and development of the standards that we through consen- 
sus or through some political processes agree should be observed, the 
clash of interest becomes even m03*e complex and the problems 6f identi- 
fying the questions to* be answered much less answering them, becomes 
more difficult. • , ' - 

The role of the U.S. Food and T)rug Administration, which is*the fo- 
.c'us of my remarks, it seems to me provides an example of this additional 
•complexity. Government regulation of drug testing also exposes a range 
of issues, issues essentially of a process or an enforcement kind that 
seem to me ^o lie outside the pain center of the .National Commission 
mandate and are ndi likely to recei^ the major force of its attention. 

In the areas to which the fOA*s jurisdiction extends, 'the Federal 
Food, Drug, and Cosmetic Act, gives it plenary authority to prescribe 
any standards for the conduct of clinical investigations of new drugs 
that can be said to "relate to the protection of the public health." 
A very broad statutory standard indeed. And thus, although the /pn?!al 
relationship between the .National Commission and the respbnsit^ilities * 
of .the Food and Drug Administration is somewhat murky, it is probably , 
quite true,^as Charles ffalpern suggested yestei'day, that the FDA cur- ^ 
rently has tl>e statutory ai/thority to embody in I'egulations and require 
the observance of any ethicgtl ^tancfard that the Commission discerned 
and announced. ^ ^ . * • 

The FDA has alrea'd>/ imposed a number of important requirem'ents for 
the condujyi'-^f 'clinical investigations o£ new.-drugs designed for the 
protection of human subjects, and most of yOu are familiar with many of 
them. A manufacturer must conduct preclinical tests in animaJs before 
a drug c^an be given to a human being. And before commencing human 
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testing, he must subnit a. t-esting pragram and allow the FDA a aonth in 
which to examirte it and-^uggest changes or prohibit going forward wit>h 
the investigational prograja. The sponsoring nanufacturer nust obtain 
*fTon each iin'estigator a written cxKsaitaent that the testing will be 
conduct'ed under his personal siy)fervisioti and that informed consent will 
be obtained in writing from aTl experinental subjects and, except in 
••exceptional cases," fron. aH-persons receiving the drug for treatment. 

If a study is to be conducted in^an institutional setting, the FDA 
regulations require the prior approval of t^e iifstitutional review 
cooDittee . B oth investigators and the sponsoring manufacturer are re*- 
quired to oaintaln detailed test records, open to FDA inspection, and, 
the sponsorr CTSt submt nmuediately to the agency all alanaing findings 
of adverse react^^is or side effects. 

These "are 4|^^equirenents that reflect indifference to the well- 
being o^ hyria^Wllects. Undoubtedly, tthe substantive standards that 
the FDA requires be observed are going to require. some strengthening, 
perhaps soiae clarifi-cat ion , perhaps even some dramatic ^revision as a 
result of the work of tfje National Comnission and other further public 
deliberations in this area in the future. So, for exaiaple, if tl\ere is 
consen-sus achieved on the question of the status of children, on the 
Status of prisoners, on the status of other groups whose capacity for ^, 
voluntary informed consent. is to be questioned, the FDA is pres^tly 
empowered under the present statute, and could be disposed to embody 
those new requirements in regulations formally required to be observed. 

But now the rub: higher'legal standards alonej it seems to me, will 
not assure full protection for huiii^ subjects. The difficult problems 
in protecting human subjects a/e not simply the problems of agreeing on 
what should be the guidelines on tihe conduct' of the research but they' 
are problems a^ well of control', of jurisdiction, and enfoiTenient' and 
final assignment; of responsibilities* 

Let me give you some exampl^JS of ways in which, under the present 
law, responsibility falls thxough'the craqk or , •at .least , responsibility 
of the government agency ostensibly bearing the congressional n?andate 
is limited or severely constricted'. ' . . 

The Food and Drug Administration currently has no 'authority to regu- 
late human experimentation with medical devices or witb" cosmetics or 
food. The present law gives the.agency control only over investiga- 
tional uses of new drugs. ^Vhile the agency has occasionally been quite 
ingenious in extending the definition of drug to embrace items that you 
and I migfit on a quick glance tonclude were devices or something other 
than drugs,* the fact £hat it has resorted to this in. order to assure 
the protection of preclinical t6stin^^o the* eventual consujaers of 
products, like that is simply a ^ramatic indication of the limits»on its 
practical jurisdiction. > 

Secondly, as Secretary Weinberger intimated in his comments, the FDA 
authority over clinical investigations, conducted wrttx dtTig5"Thar~ 
don't move in interstate commerce. Now* this is not a severe 'practical 
limitation orf the FDA's authority, but it underlies one that is, one 
.that has Jbeen alluded to beforehand was the subject of considerable 

19.6 ,. ' ■ . 
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»attention before Senatqr Kennedy's subcosaaittee, whose deliberations 
wero^nstniinental in part in the creation of a national coaaission. 
Because the FDA's jurisdiction is tied to the interstate niovecien#»of a 
drug,' the. status of a drug, as mislabled or misbranded or expericental , 
depends upon its condition when it crosses a state line.. So, for ex- 
ample, if I ship frQQ Charlottesville, Virginia to Seattle, Washington 
a drug that has been approved by j;he" FDA for use solely in adults, i/t 
IS lawful when it passes t.Ke state lines in between those two jurisdic- 
tions so long as it b^alFs labeling indicating its'^appropriate use and 

i limitations on tHat appropriate use. "4flhen^it reaches Seattle, the 

physician there can lawfully prescribe that drug for the treatment of 
that condition or for any other condition without violating_any other 
regulation or any statute administered by^'fie Food and Drug Administra- 
tion. The same would hold true for the pharmacy that-agrees to fill 
that prescription. This can be true even if the use is- one that the 
FDA has evaluated and rejetteti, as well as if it is one which th^ FDA 
simply has not bad brought to its attention. 

When the Seattle physician prescribes that drug for several patients 
or several Seattle physicians prescribe it ^or one or more of the indi- 
vidual patients for the unapproved use, we have a situation that can 
fairly be characterised, it seems to me*, as experimental. But it is 
one, nonetheless, over which the Food and Drug Administration has no 
effective control to assure the observance of whatever standards are 
agreed upon for the protection of the human subject. That experimental 
use of a drug approved by the FDA greatly alarmed the Senate Subcommit- 
tee investigating the human experimentation in the United States, par-' 
tioulariy in the context of drugs DES and Depro-^Provera. , The descrip- 
tion "experimental" -is the FDA's an<r the Senate Subcommittee's. Others 
would describe what happens when the Seattle physician prescribes that 
drug for a new use or a new condition outside the bounds of the FDA 
evaluated and approved labeling as simply his exercise of reasonable 
judgment in the interest of treating his patient. These two divergent 
characterizations of the same event suggest the nature of the values 
that conflict here. . ' 

Perhaps the most serious limitation on the FDA's practical ability 
to ensure observance of ethical standards in clinical trials lies in 
its remoteness from clinical investigators. The Food and Drug Act 
imposes obligations to conduct preclinical tests, to obtain assuran- 
ces of supervision, to obtain iivformed consent, and to make reports 
on '.'the manufacturer or sponsor" of the' investigation, not on^ the in- 
vestigator. Indeed, one provision of the Food and Dnig Act fc^espeaks a 

conscious "Cong^i^ssional int ejitiu^^ to " iL.tlt th o FDA-* .t> a biMtj '- to d o a4 

directly with investigators wher^ it provides: "Nothing in t^s sub- 
section shall be construed^to require any clinical invest ig^or^to sub- 
mit directiy- iv the Secretary reports on t1ie" fnvjes fTgatl 09a Fuse ^o7 
drugs." Accordingly the FDA relies primarily on sponsors of drug tests 
to assure them that they are properly conducted. I have no doubt that 
most sponsors take that obligation very seriously. 
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To be-sure,- the agency can,' through ^procedures established by regu- - ^ 
lations, suspend the right of an investigator to receive investigational . 
drugs that move in interstate commerce, and has done so on about two 
dozen different occasions. And it does require sponsors to demand from 
their investigators a written and signed comiaitment to maintain proper 
records, obtain infonaed consent, and permit FDA inspection of their 
records. 3ut the hard facts are that the FDA lacks bo.th the manpower 
and the legal authority to monitor clinical investigators closely, and 
to assure faithful observance of its substantive standards. 

. The conduct ofl:liTiicaL trials of new drugs is a collaborative and, 
honefullv in sjost instances , -a-T55?5p^ra\ive undertaking among the FDA, 

the drug' manufacturers and- test sponsors, individual Investigators, , and 

institutional re^ri'ew committees. But one should not be' surpriSred, pven - 
the rather odd framework of regulation here, that sometimes the process 
doesn't work altogether. And we mijght well conclude that full protec- • 
'tion of the rights of human subjects of clinical investigations of new 

drugs is going- to require some revision or enlargement of FDA authority,^ \ 
, as veil as "resources, over the'con^uct of those tests. -hTiether this is . 
done or not, it seems clear that we -ought to demand some very firm veri- 
fication of where the primary responsibility lies for adherence to the 
standards that are eventually adopted. • • j k 

. In conciasion let me make two observations. One is triggered by a 
comment made twice during the past tivo days, registering, it seems ,to 
me, a very well-founded concern on the part of individuals or social 
groups that drug products reach the market and are widfl^y used before 
thev have been fullv investigated and fully tested m/luman beings. . 
The' characterization from a member of the audience^at women taking 
oral contraceptives are, human guinea pigs is one t^hat^ I have no doubt 
is verv verv strongly felt and not wholly unjustifi6d\ But there is an 
ambivalence' to the situation of those who object to experimentation in 
the marketplace, which, to some extent, is what goes oij-wtth respect to 
drugs This is an invitation, indeed a demand, it seems to me, to do 
more invest igation,in the premarketing cl inical .setting. ..If we want to 
be sure what the oral contraceptives are going to do, we :are going to 
have to expose more persons to risks during the premarketing stage - 
either that or we are going to do without oral contraceptives. Ke may • 
be- prepared to forgo some benefits in the area of food additives where 
Utilitv perhaps is not as compelling; but we are not as likejj to be , 
prepared to make that kind of trade-off with respect to drugs that can 
pr6vide, as I think most people would agree, very substantial "benefits. 

Finally, it seems to me that there has been running through the com- 
ments of some of the people at this podium an alarm about the fa.ct that 

there is a growing public interest and concern aboutjmmaji^expe^^^ 

._^^^,,j_-^T_5eea5-r0TTr6'tK^a-^rraWr-tR^ with alarm the prospect 
that 'the .public is going to get involved in. and b^ concerned about how 
governnent agencies, drug manufacturers, clinical investigators under- . 
take and -carry out their business and the standards that they observ.e, . 
in this day and age we have to "be prepared to welcome that, we should • v,. 
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invite it. And 1 would, agree with Dr. fngelfin^^s corament that there, 
is a responsibility, indeed an opportunity, for clinical investigators 
in the biomedical research community to- imate public attention and sell 
the importance of biomedical research, pere is no doubt , that this is 
.an important, mandatory, worthwhile undertaking. I don't think we* 
should.be afraid of public exposure and public deliberation. We would 
be unrealistic if we fried to avert it. * 
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LLWL^ TilOMAS: ' I would lik<i to ask the panel if they will wait ^or a 
short while before beginning ^the^ir own discussion until we have 
heard something frory tfie discussants or meijibei^of the audience at 
large. 

DEWITT STBTTEN, JR.: I a^ with the National Institutes of Healt'h. I 
have failed to hear sometiting that' I thl^ should be a- part of the * 
equation that is set up when we try to balance risks or costs 
against benefits. What is the cost or the risk of curbing or con- 
straining the right*' of free inquiry? Free fnquiry is in many ways - 
comparable to free speech or fr(*e preis, and if is probably only an 
historical accident that it was not specifically included in' the 
First Amendnient. The accident, of course, rests with the fact that 
James Madison was trained in^yw, a^ were many of his playmates'at , 
the Con<;t irnrL^aaAj-irnnfrpnt inn, lawyers like to talk and they 

like to write. Had these gentlemen been trained in science, I sus- 
pect that free inquiry might perfectly well have beep included as 
one of the guaranteed freedoms. 

-Free, inquiry, like -free spee.ch, would be subject to certain limi- 
tations; but like free speech, we should relinquish this freedom 
infrequently, and only with a certain amount of agon/.and only when 
there is a real and present danger demonstrable if we fail to" re- . 
linquish it. 'That there is a cost involved in' relinquishing free- 
dom of in^iuiry has been Repeatedly demonstrated in history. This 
recently «}vas brought ta.xhe attention of the televiewing public once 
again, ih Dr. B'ronowski's presentation of the life o£ Galileo, in 
which i^t wp his interpretation that the judgments of the Inquisi- 
tion constraining' Gali leo to abjure from inquiry in c^rtairuaxeas-—- 
caused the shif t, fronultaly and-t^ie-CathcrlTe counti*i*es as leaders in 
the scientific, renaissance to xhe Protestant countries of the norths 
leading to Newton and the great astronomers in the Scandinavian and 
British Countries. 

I would like to suggest, then, that among the hazards, among the 
costs to be 'included /in assessing" the cost-benefit analysis of con- 
straining physicians and scientists from doing certain things, must 
be included this effect upon freedom of inquiry. 

--^ 
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WILL'IAM VODRA: I am 'Associate Chief Counsel for Drugs, Foo4 and Drug 
Administration. I would like to pick up on a few items that Profes- 
sor Merrill touched on and to point out some ^important subtle dif- 
ferences in the way we approach regulation of research. 

The NIH proposals %at have been discussed go to the question of 
funding, that is, whbn the federal government gives money to support 
research. hTien-^.-e go over a1:ross the line to FDA regulation, we get 
into the research that is not funded by the federal government but 
regulated by it in two ways: the denial of the use of the data for 
certain things, such as supporting the approval of a drug; and 
criminal sanctions, that is, the investigator goes to jail . 
commits cert^tn violations. We must keep. this distinction in mind 
when we are talking about ethicj., because ethics and lav^ ^not ai- 
rways coincide. And where there is an ambiguity ift ethical issues, 
as Professor Fried pointed out,j^e raust|'be careful not to take a 
flat -rule by fiat and say that 'because Ue do notj^rove this for a 
funding purpose we also do not'approye \t for a regulatory purpose. 
There is a subtle distinction hfrtween when the federal government 
funds a project and when it ^^ulates conduct. A question comes up' 
agkin when you ask how far should the federal government intervene 
and in what wav? .Do we intervene by criminal sanctions, by funding 
sanctions, or whatever? And how do we enforce these things? B^ause 

■ these in turn go back to the risks to wh'ich you put the irjdivjdu^ 
investigator — financial risks^ criminal sanctions risks, and so, 

forth. 1 ' * . 

The second point I would like t\ touch on is the sanctions avail- 
able to FDA. I think Professor Me^ril 1 outlined several of the limi- 
tations on FDA very well. But onb he did not mention is whatthe' 
• FDA does when we are faced with a study that is "bad" for ethical 
• reasons^or scientific re^.sons. The hard question is put when the 
study shows a safety problem.* When it shows that the drug^is effec- 
tive, we can always reject it and ^say, "Go back and do it again 
proberly. This was. unethical ." But if we find out that the study • 
proved the drug unsafe,, can we ethically -then reject the data? And 
if we do accept the data, then have we in essence condoned an unethi- 
ca.l 'study? This is the ki-nd of controversy that FDA faces continu- 
ously in. looking atr bid data reports. ' • 

Other sanctions available to the FDA are limited really to the 
. suspension oT certain privileges of doing <lrug studies or to crin^i^ 
naJ-^anct ions-. Ther^-^na^-' be-ethei-^ay^ •thattr~wc-caii go, but^ n ght 
now those are the courses available to 'FDA. 

Finally, what haj)pen5 if the FDA and the federal gQvernment 
reject -certain research projects as unethical and thereby, m es- y 
sence, export that research to other countries where the standards i 
'are different? Cairwe ethically say that what we Will not allow to 
be done on AmWicdns in the <Jnited States is acceptable when done in 
Africa on Africans? I think that is a very dif-ficult ethicaJ ques- 
tion' that should be dealt with in our contemplations. 
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UNIDENTIFIED: Professor Fried raised the point 'that the United States 
i's an open and pluralistic societ>; and thet the Commission ought to 
avoid the two extremes that he noted or argued are existent with . \ 
respect to fetal research. And then h'e^ said -- if I. am not mis- , 
quoting hiid that we ought to have an open, pluralistic solution 
to the problem of fetal rese;^rch. 

The problem there is that you have^set up the wrong model. You 
have *set up a model that is appropriate to policy that can be seen 
out of continuum, such as, for example, minimum wage legislation. 
Should we raise" Tt titty cents ^^on^dol l/r , tWo dollars, tTifee dol- 
lars? We can compromis e, but if yoiNhav e policy positions on_ fetal 
res.earch in which you automatically reject the two extreme positions, 
you make it impossible to satisfy a, large -group -- and in particular 
a group that claims there should be no experimentation on any fe- 
• tuses. If you have, as I think, really. a dichotomy and not a con- 
tinuum, then you really can't satisfy a^^very substantial proportion 
of the popufation'3 view on trhis is^ue. That, I think, is the 
sticking poi'nt. The -issue is not a continuum, but a dichotomy, 
and the United States is not very good at dealin'g with issues in 
which there is "a dichotomy, particularly a moral dichotomy. 

GERALD GAULL: I am Professor of Pediatrics at Mount 3inai, and I am 
probably one of the few people in this room who has ever dealt with, 
a hum^n fetus and who specifically does experiments on' the human^ 
fetus. I do not consider myself ^ venal man. I do not consider my- 
self a manslaugTiterer or a" grave robber. - ^ 

I was very much taken with Prbfessor. Fried 's presentation and 
the caveats there, because, unlike tne last discussant, I do not 
^think— it is ^ di<:hotomy^. I have had iuman fetuses , in. my hand at all 
stages of d(>velopment, and I do not know what a "living" human fetus, 
is. Therefore, I do not know exactly whether I am complying or not 
"complying with the regulations to be promulgated. 

The thiiig that I liked most in Professor Friedas talk was the fact 
.1 that he refcognized th^ fijailty of morality and*the necessity fc^ 
tentativeness In our decisions. I am not as, certain of the morality 
of what I am doing as those- who consider me immoral are about what I 
do. And I would note that 500 years ago those who consider what I ^ 
• do to be i nunora l w^re» absolutel y certain th at^.tlie-JitoxJM^was- flat and 
that' tITis was the center of the universe. 

JAY GOLD; I am Assistant Attorney General for the Commonwealth of Penn- 
'sylvania. Dr. Hilleman <said that the words moral and ethical have 
been used a lot at this Forjum. Nobo.dy has really gone into them' very 
deeply. I think Professor Friecflias tried, but I don*t think he has 
been successful. r . ' 

Professor Fried, you spoke of l)oth community standards of decency 
and of moral intuitions, but in neither case was I really sure what 
you meant. In the one case you said t|iat since the Commission has 
- only four months and can*t solve all the issues in that -time^ it 
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should realize that it is a political creature and should try to 
limit itself to codifying the standards of de<i^ency of the community.^ 
You. said this right after vehemently castigating the decision in th6 
Ede'lin trial. The v.erdict in that decision was rendered by a jury 
. of twelve good men and true, some of whpm were women. One might 
think that verdict, therefore., conforms with the standards of de- 
cency of a considerable segment of the community. By your reason- 
ing it is possible/that' the Commission might not only wind up codi- ^ 
f ying that decision, but extending its spirit to other areas. 

When you spoke about moral intuition, it was in the context that 
the idea that personhood begins ^at conception goes against the , moral ' 
intuitions of a ^ great many people, arid that, therefore, the propo- 
nents of that idea have the responsibility to prove it <on the basis - 
of premises that are acceptable to all reasonable people. It is 
true I think, that there are a large number of people to whom the 
idea'that personhood begins at some, time other than conception is 
repugnant to their moral intuition. I don't know whether you would' 
want the responsibility of proving to them that it begins at some 
other time, especially since you implied very strongly that there 
was really, no clear-cut answer to the question. So while I applaud 
your raising issues that others have evaded here, I am afraid that, 
ultimately,, you wound up doing what F. H. Bradley said philosophy 
did,^hich is finding bad reasons^r what you believe on instinct. 

GEORGE HILL- This is for the Vice President ^oFl^lerdLlhari^^ 

Research Laboratories. l' would like to know whether the research 
money which is going to be funded is public money and how you expect 
to spend it? I would like to know your prospectus as to how you in- 
tend to analyze the cost-benefits of your endeavor. ^ And I would., like 
• to know whether y6u are prepared to set up a fund for -the benefits 
that your corporation, and medicine in generar, wiM derive. 

* 

THOMAS: That is as far as we can take the questicfe'.> I will now ask the 
panel to clarify everything 'about everything. 

FRIED-- Well I think I was asked about why it is th^ I put the -burden 
of proof on those who suggest that personhood begi>is at conception. 

' Since I can't say, which I cannot, when personhood ^eg ins, why is 
the burden of proof on me? The answer is -quite simple. I am not 
trying to stop anybody from doihg anything. I am not calling any- 
body a murderer, and I am not trying to caH anybody a manslaugh- 
terer.. lierefore, the burden that rests on me is; I think, somewhat 
lighter. ' o ■ 

MERRILL: The. comment directed at free inquiry prompts me to say some- 
■ thing I thought about before. I don't-like to be defensive of 
lawyers in this posture, but I suppose I will be. I don't think 
lawyers are any less committed to free inquiry than people in other 
disciplines. But it does seem to me that the dialogue of th? past. 
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two days has suggested a divergence in viewpoint that stems, perhaps 
in part from the differences in professional training and I speak 
no\\r-§iTiiply of-*the researchers and; the lawyers-. 

Lawyers tend to view their constituencies that is, the people 
for whom they have professional responsibility --^ in a much shorter 
time frame than^ do researchers; It is in the present, now, and I *^ 
think our attitude tends to be questioning, skeptical^ and negative. 
We ask "Why.", / ^ ^ 

I think the researchers, quite properly, view their pjofessional 
responsibility as extending into future generations. That brings * 
us to these issues from somewhat different directions arid produces 
not misunderstanding, because , we don't have misunderstanding here, - 
it produces disagreement. 

KILLEMAN: Obviously, if a product is developed that is useful to p,eople 
' they will buy it, and'there will "be a profit. This profit, then, is 
largely used tp go back into developing- new things that people need 
for the future. " A certai^n amount of the profits from many corpora- 
tions, and I know from our own, goes into a foundation .and is used 
for promotion of medical education,„,perhaps other things. There are 
a ni^ber of such support type -possibilities, I would merely point 
out that if one -becomes too gratuitous with too many benefits, it is 
only going to ^aise the price for the coi^sumer. ' ^ 

I would 'just lifke to say one other thing. During these two days 
we haye heard a lot of issues raised, and I doubt if this 'thing went 
on far a year there would be anything new or significant. My hope 
would be that one would get on with the resolutions, -that we can 
stop all this discussion, and get on with soine sort of a uniform 
code. Obviously, there are going to be, Jots^of different gr^upsf^^of 
peopFe who are going to participate. I do hope that those who speak 
for these people will indeed represent them and tjiat they will have 
their informed consent, because, very largely, many of the leaders 
of th,ese vocal groups axe representing only the estab.lishment- a 
particular group, and not necessarily speaking! for the^ total ^gi-oup. 
So I hope we can just get on with these things in a very reasonable 
way. 

CHARLES LOWE: I would like to invite sprae more comment from Dr. Fried 
on one particular aspect of his presentation. In his opening re- 
• marks'" he said that the regulations issued for public comment by the 
Department invoke established principles rather than plowing new 
ground, that is, in the legal sense. 

On the"*crtRef hand, in reading the statute 'that the Congress, 
passed, I cannot help but have a sense that i^t was the opinion of 
the Congress that there was, in fact, a- need for new legal ground, 
and that this developed rather directly from the fact that technical 
advtfnces had .occurred for which there was no legal background, par- 
ticularly, for example, behavioral control, fetal surgery, an4 per- 
haps experimentation on minors when it is 6f no benefit to them. 
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Would you be kind enough to comment on the perceived need fbr rather 
new JecaT principles rather*than fialling back on .established ones? • 

^ • \ ' ^ 

FRIED: In, respect to those areas, there is a great d^l to wh§t you say. 
That is a c^uafified remark . I was referring, though, to the regula- 
tions that hav.e been passed -and that have made an enormous .and bene- 
•ficial difference. Those regulations, I* really do think,* sfmply 



carry forward in an administratively much more potent' way established' 
legal principles. 



Referring to those new areas of which you*spoke, I think there 
.really is a puzzle about those because the:^; don't fit the ^established 
categories. But I -put it to yow that whatever you come up with, 
whether it is in four months or/four years, you are. going to proceed 
on* the analogy of the existing concepts that we use. In dealing with 
psychosurgery, you- are gojng to take something -1 ike informed consent* 
and move on from it,' because, frankly, I don't know how else you can 
proceed. ' I do not believe that new standards 'will be .born like 
Athene from -the brow of Zeus, even though you are not Zeus. 
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FUTURE POLICY OPTIONS AND SUNlMAftV 



The Panel for Inquiry: 

•Richard E. Behfman 
Ivan L. Bennett, Jr.. 
Douglas D. 3ond 
!Iov,ard iL fiiatt 
Frederick C. Robbins 
Lewis Thoraas 



LEWIS TIJOMAS \v ^ - - . • . • ^ 

The members of the PaneT for/inquiry have been present since the begin- 
ning of our proceedings. Sotne of them ^^.aye been active in other aspect 
of the Forun; 'some have remained rela,tiyely quiet." ^U' of them have 
, sat 'these, loag hours, stor/ng up new krt'owledge and synthesizing new 
wisdom. Each of them i^ nbw^asked to share his views with us. 



RIGIARD BEHRMW 



I hav.e some general refledtions, jt^seems p me Jhat^ the a and 



t4ia lack of percejb,Uon of the physician-stientists here about their^ 
activities withi'n the spectrum of general social activities and their 
appreciation of the changing moral atmosphere have only been matched — 
with the exception of Mr. Fried by the idolatry of the lawyers for 
the advocacy system to resolve all social problems, and their lack of 
effort to understand the decision-making process in the health field 
and tp' suggest appropriate options. « . * 

Xhat has been matched only by the failure of the sociologists to pro 
'ject social options and their impl ications that can be used for the 
basis oi decis.ion-making ratTier than to be content with describing th.e 

trends* ' j -i. * » ' 

Tha; is nfatched only, in my estimation, by the ethxcrsts and- philo- 
;i(fphers who have been preoccupied with using the current problems as a 
forum for propagating and publicizing preexisting absolute ideological 
positions, rathe>«han helping to work out new social solutions and 
modi^fying their own underlying assumptions. 
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Perhaps that has been natched last, but certainly not least, by the 
pandering to sensationalism of the special interest groups that have 
preferred to do this rather^ than to engage in a ratioi^l evaluation of 
the facts and an open evaluation' of the issues^;. ^ 

I would like -to make two asstnaptions ; That there have been, continue 
to be, and perhaps-always will W soae serious abuses in carrying on 
human investigation; that sone research — - on tKe ffetus, on children, 
on special groups^ some of which cannot give independent informed con- 
sent — say be needed for the sake of future generations, even though 
no direct therapeutic benefit for the individual cones from it. 
M If we want a system that at least deals with these two tentative 
assujaptions , then the real issue to be dealt with now is what social 
mechanisms are possible to devise to reconcile these two Qonsiderations? 
To get back to soraQ_ comments that were made earlier, it i§ an issue, it 
.seems to me, of balancing different rights and interests,' individual 
'and societal. This is similar to what is done in many other medical 
de^cision-making pipcesses'as .well as nonmedical on*es iA which judgments 
are made and in which there is no set of rights ^ftd wrongs., Free speech 
vs. public safefy is the obvious one that has been alluded to by one of 
the speakers. * ' - • 

In patt,^ am disagreeing with what Dr. McDermott brought up yester-, 
day. He said that we institutionalize social decisions whea one per- 
son' s decision may hurt another. I would say that we don't generally, 
do that in- our society. We certainly don't in iriost medical decisions, 
h'e allow the people closest to the cjecision to make errors, eVeij at 
considerable tost to themso,lvas, their fami 1 ies , /and to society. Only 
in exceptional circumstances do we, make the jud'gment' that someone e.lse 
will make fewer errors if we allow another group' to do it- I hapj^en, 
personally, t9 ^hink that^thiti area of human "activity 'do^iv require some 
institutionalization beyond what has existed before. On the other hand, 
I think it obviously has dangers that have, been alluded to by a number 
of the people oh the ^various panels. , ' ^ ^ * 

• vr^'ould like to stdte-' brief ly a few of tKe characteristics of the 
mechanisms that seem to me to be important and to have been emphasized 
by various people, because these are the building blotks that we have 
to use to deve^p some kind of new social mechanisms to deal with this 
probiettr. ' ----- — - _ 

CcVtainly, openness has be<fn a recurring theme. I think it is also 
cl'ear that the predominant influence in making judgments has to rest ' 
with those other tM^.the biomedical'*%)eople, but not exclasive of bio- 
medical people be'caase then ve are just espousing getting the le^st- 
informed judgments. On the >ot her'. hand , tjie nonbiomedical people 
shouldn^'t be dominated by special interest groups who are organized .for 
the* political process. 

, Also, we need to be able to redecide at regular intervals. We need 
to be a.ble'to irfake the judgments again and* again, and^the institution- 
alized system that we devisis should not -be obstructive to allowing us 
to change those .judgments. 
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Ke bast reaeaber -that there really are- dangers in the institution- 
alization, as Dr. Hisenberg pointed out. It is easy 'in the propensity 
of bureaucracies ta nake negative decisions as the safest decisions, 
and I think that applies within universities, in deans* offices^ as 
well as within the fedepral government, * . 

I think we need a continuing upgrading of ^the general leve^ of ^ 
public understanding of the decision-iaakin^ process if we ,are going to 
Eodify the system in a rational way. - ; . ^ 

The conflicts of interest are central/, the benefits for the present 
and* the future generation vs. the respect for the individual. I per- 
sonaljy don't think they are any .more resolved than Dr. Fried does by 
choosing one or the oth^'r of the two extremes, hliat we need to develop, 
then, IS one set of national guidelines or regulations ^long the lines 
that the Commission is considering. 

I would like to mention' some particulars that might be^onsidered * 
merely as an example of the kind of analysis that should be gone through 
if we are gbing to use protection committees." Although I am taking an 
analogy from the cojnmOn law, this is. not to suggest that a legal process 
or an administrative law process is the appropriate one to make tHese 
decisions. . Let us assume that the mechanism we' need is some kind of 
community group to make judgments relevant to the particular areas of 
concern. I don't think it makes sense for the CommiSrsion' to specific- 
c^lly designate the composition of these groups, 'it would be much moi^e * 
appropriate an most situations to put out some bi;oad guidelines* to .make, 
sure thart-the group^ are coiaposed of a wide variety of ^interests, mainly 
nonbiomedical . Tfiat. will b*e determined very mic)i hy the Local situa- 
tion, whether, the hospital .doing the reseafch'is in Harlem or in Bronx- 
ville. New York. On the other hand, there are certain principles and 
there may be spe'cif ic situations for whic)i the details have to be laid 
out quite concretely. - . \ . . ^ 

How are we going to treat the different kinds of institutions? I 
think it would be appropriate (or the Commission to gp into 'that: Look 
al the different nature of university hospitals vs. community hospitals 
^fe. physician's offices vs. institutions for the retarded. In the ' . 
^^^rsity hospitals, for example, a diverse bbard'iaade up of special 
^^^l^ts ^rom the community might be the easiest to set up. In a ^ 
Wi^^^'ty hospital, you might have to' require some people from outride 
oBK^^omraunity to be members of those boards. In thp case of insti- 
tute^,' particularly isolated ones like those for prisoners or for * 
the mentally retarded, the very specific composition of oufside groOps 
should be designated for whole regions and should" be required to be 
approved centrally*.' 

General guidelines about the administrative process certainly a^re 
needed. Some of those have been already mentioned, and they are needed 
to ensure the openness and the candidnpss of the procedure. 

It seems to me that informed consent has to be defined broadly^ 
enough to include substitute consent. Unless it 'is. We eliminate ""at " 
all the possibility that at some point we may want to do nontherapeutic 
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Research on a Subgroup because there is such a substantial benefit for 
tliat subgroup and a relatively, small risk that we want to be able to 
make -that social decjsioQ. How we apply that doctrine of substitute 
consent and exactly what it consists of I certainly, at. this point, ^ 
couldn't speculate. But I know one thing: it can't be an absolute doc- 
trine. It- hai got to be able to include the poor, the.f^tus, and the 
child under certain circumstances. 

Somehow we have to dc\elop some concept for nontherapeutic research, 
but possibly 'also for therapeutic researcli that deals with the reason- 
able-iikelihood of a substantial benefit relative id thp nature of ^he 
risks incarr)?^. Even though that is not precise, it is precise enough 
for a group bf reasonable people to begin to »ake instance by instance 
judgments al|out v^ether or not a given area of research should be . 
allowed to take place in society. • ' _ 
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I "Would liHe to begin with a quotation that James Reston had •in his 
column recently quoting E; B, ^Vhite: ''=Most of the special otters 
people now discuss are pressing, hut taken singly or added together do 
not point an a steady dnrection that g«ts me 'up in t^e morning to pull 
on ray marching boots.'" ■ 

I would like' to try to describe for. you what I think I have gotten 
out of the discussions for the past two days. It is hartj for me to say 
that I got all of this just from the discussions. But it seems to me 
that the trend in this area where for quite some time now ^v-e have been 
examining policies for clinical investigations tfhat i'$, research 
using human beings points to some very important considerations for 
which we require more information. ' * , , . 

To begin with, I think we need to pay more .attjention thaii ve have^ to 
the composition of the groups from which most vo'iuntecrs l\a^fe come. The 
fact is that a great deal of^ork has been dohe with prisoners ^nd with 
individuals who, for the sal^* of this Forum, have been described as the 
poor,, but libjOU- as Dr. Xngeljingqr has pointed out, arje administratively 
available simply because of the^ structure of the system in which. they >^ 
receive their, care or in which they live. It^eems to me that we really 
do heed to enlarge our knowledge and analyze the reasons that, with 
Certain exceptions, volunteers have been drawn prpm rather selected, 
segments of our society/ 

The issue of info„rmed consent, whicH has been raised from time to' 
t^me during this meeting, is one that we need to understand consider- 
ably better. Despite the afgumeints that h have jieard, I remain uncon-' 
vinced that it is not po^ible to obtain informed consent from indi- 
viduals who 3J^e institution£j42ed and who are competent. I think that 
they are capable of understanding and that they certainly are capable 
of volunteering.. Despite the i^ecognized deficiencies, .for example, irr 
our penal system, I-do not think that we wifl advance research or Solve 
many af. the problems with that system if we simply decide to. remove or * 
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narrov* the range of options available to these individuals by saliing it 
injpqssible for them to volunteer to participate in studies, whatever • 
their saotivat ions, f ^ - 

Along those linesi one of the things we need to know more about -7 
and it is obvious that a few efforts have been made in "this direction - 
is what .the impact oh the individual or oiT* the group is of participa- 
tion in one of these volunteer studies. The recent publication .of the 
study done in Somers State Prison takes a, step in that* direction. - Bt 
seems to me that the sore we know about what the actual impact on the 
individual, his self-perception, his mot i\»'at 10ns, and so forth, as a 
result of participation in one of these studies, the better position 
we will be in to make selections or set up guidelines for the selection 
of volunteers. . \ . 

Thereare really two problems in terms of the information that is. 
provided to potential volunteers. One of these appears'^o be the in- 
completeness of the information that was supplied in certain instances. 
The incompleteness occurs, perhaps, because of the urgency of time or 
the amount of effort it would tak'e to provide complete information. It 
seems obvious, in certain instances, that information has "been deTiber- 
ately withheld,, apd I know of no one who would consider that to'be 
justified. But I'do believe that we need to study very much the in- 
fo;rmaticrti part of informed consent. 

Here^again it Sjeems to me that it would be quite oiseful if more of 
\xs engaged in the.tv'pe of' study that was done at Somers or in one 9f 
the collaborative studies that Ur. JLasagna.did in which, after a lapse 
of time, one went back to th^ volunteers to see how muc4i of the infor- 
mation thafone thought one was transmitting had, in actual fact, "been 
retainid, lf*one <t\n d<Jtect a pattern,, it seems to me- that this would 
go a long way to providing a basis fer improving, this communication 
and uilU^standing, This is an area in which it is possible to increase 
our knowledge and understanding by X relatively simple effort. 

I personally got a great dta^^pom the discussion by Dr. Ka^z of the 
ambiguity of^ mot ivat ions that- a^Pinvolved in the transactions thai 
ta!y^ place not only in thfe usual physician-patient relationship^ but in 
th/5 relationship between an investi-gator and vqlunteers. The more we 
can clarify our thinking about* these- ambijgiiitiqijpas' they now exist/ the 
more we can clarify ou.r thinking about the motivations of th^subject, 
as well as the motivations of the investigator? we will be -in a much 
better position to understand what sojne of the dynamics are,^ In -urging 
.that we analyze and identify these" things , I am not sure how they can 
be carried forward, because that is not myfield. ^ut I am sure that 
there are mecKanisms that would make it possible for lis to better und^ 
stand -the *mix of motivations involyed. 

I am absolutely convinced that in many instances* those (3f us in the 
medical, profession have forgotten or^ do not bring to* the ^ui^ace of 'our 
consciousness what the* transaction is that takes place between a physi- 
pian and a patient, or even between a'.physician and a member oi^ the*' 
public witb whom he discussed medical matters. ' This is something: that 
we need to have in our consciousness. We need to understand better, 
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like it or, not, that he speak froa a special position/that most people 
listen to us in, a very special way, and that this puts on us a very 
special respoQsil^il ity . 

The presentation by Dr. Fried was very valuable to me. He was able 
to put in a framework of pr*inciples of law that have existed for a long 
tine what the real purposes of the regulations and guidelines are. He 
has given me a basis for thinking o-£ this thsx had not been clarified 
for me before. 

The l^st point t^hat I v^t>uld like to touch on has to do with what the 
raechani^ms might l?e' for monitoring on-going research to see to it that* 
the protocols that have been reviewed and approved are actually being 
implemented, and to see to it that if some unexpected occurrence turns 
up in the course of a study it will be modified accordingly. 

The difficulty that ve face to begin with is the enormous size, as 
Dr. Chalkley has pointed out t%u5, of the undertaking as it goes on in 
this country. I see no- possible mechanism at the present time except 
an institutional one by which the institution, through an appropriate 
•organization, pFobabiy a committee, would have to monitor the activi^ 
ties' going on m the institution. It, might be the same committee' that 
presently functions to approve protocols-; or a different committee 
might be required, because it is a very t ime-consuming endeavor , partic- 
ularl/ in an institution of any size.. 

So far as the composition of the committee is concerned ^* I know of 
n9 institution that objects to the inclusion of individuals who are pot 
primarily engaged in biomedical research.' On the other hand, as I say; 
it is a vexy time-consuming endeavor. From a practical viewpoint, up * 
until now it has been relatively difficult to obtain individuals" from 
other fields, particularly Qutside^of the institution", who can find 
the time and effort to devote to .thisAind of endeavor, no matter how- 
interested they are. "Perhaps ,-^a:s these issues are fngTilighted i-nrthis. 
Forum, there may be more general realization the importance of di^- ' 
charging this responsibility; ■ ^ ' . 

One of the most uSefuV suggestions, which was- not first made here 
but which was repearted here, would be to develop a mechanism for the 
exchange of experience and information ^ong the committees in this 
count ry_ that have taken on these ins'^titutional responsibilities. I 
would have to say that my attention has been drawn to the fact that 
certain protocols have be^n aJ)proved ^n other institutions in New York 
that our own committee would not have approved. This does not neces- 
sarily mean that one was wrong a^d the other was right. ^ But I do know , 
that it would be useful if the committees could get together to discuss 
the difference in -viewpoints that led to a situation in, which a proto- ^ 
col might be approved in one institution winile the committee in another 
institution state flatly that they would never have .approved that 
protocol . < , • ! 

I am sure that in an- area like New York City this would be relatively 
easy. Although it certainly would not be very easy to arrange for some 
sort of informal exchange on a regular basis among the committees in 
the New York City area, *I would hope that some mechanism could be found 
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SO that, whether or not5 one documents al 1 .decisions that are nade, 
selected decisions that represent the resolution of a particularly 
difficult issue migh^ be encapsulated or epitomized in some way 'so that 
this information could become more generally available. 

Despite the motivation for discovery or to be first, apd so on, I 
believe that this t>ye of information could. Ue made available "without 
encroaching on the privacy of the ideas of the investigators who had ^ 
originally proposed the research. Iwould hope that one practical out- 
come of this Forum might be that we would find some way in which to 
institutional ire- the exchange of appropriate information about decisions 
that are made/in the area of human experimentation and protocols of in- 
formed consent. ^ . • 

All .in a^l,'l think that this^has been a useful conference. It cer- 
tainly has not found answers to some of the hard questions that must be 
faced up to. But it seems to me that it may set the stage for develop- 
ing mechanisms whereby some of these issues might be resolved to th\^^ 
satisfaction of not ail but ofmost of us who are concerned, including 
the inVest?igators, including the subjects, and including the many other 
individuals who quite rightly have begun to question the system as it 
has existed in the p^st. * 



DOUGLAS BO:iID - ' ■ ' . 

About 1950 a French author, Vercors, wrote a*story entitled **you Shall 
Know them** in which a group of missing links is found whQ resemble 
humans remarkably, are gentle, tractable, and highly educable,. "Soon 
they ^re' being used widely to do all sorts of labor. The hero becomes 
upset at* this exploitation and decides .to kill a young one to settle the 
issue as to whether or not the' creatures are human". The story builds 
to a trial-in which attempts are made to use anthropological and be- 
^Iwiaral'Crivteria. to different i,ate man from his lower" cousins. None 
prove satisfactory. If the hero is to win his goal, he will be con- 
victed of murder; if he loses, his proteges will be destined for ex- 
ploit a.ti^on.. The resolution comes when it is decided that the creatures, 
are ^indeed human.' However, the Judge points out that the hero really/' 
slaughtered an animal, since the only criterion for judging humanness 
is the ac-ceptance by .other ^humans, and until that was done the crea- 
tures were' not humartst . . 

This story came to '^e while listening to the' discussions of the last 
two days as to when huqan/life, begins "in the fetus^ and as to what 
groups of people might if^ used for testing and other forms of clinical 
investigation. * . 

To* take the fetus first,' soirte discussion took place as to wheri ir 
coald be called a person. Hope was expressed that someday we wOuld 
know the beginning of life. I doubt very much that; we can know the 
beginning'of life, ft will 'always be a questioij'o^ our definition. 
Life seems to be an even flowing stream, moving from one cell to an-, 
other, from one \if6 to another; to sample some water from a stream and 



V 



'A 

• 216 



say "this is the beginning" makes little sense. We need not ponder 
the .imponderable. There are pl9nty of other things to do. Arbitrary 
decisions in practical matters are good enough. The Supreme Court made 
such a judgment when it said, in effect, that a fetus becomes .an infant 
when ^it can survive outside the mother's body. Everyone -knows it can- 
not really be independent.^ The human infant's helplessness- demands care 
and feeding of the most devoted sort or it will die.; but if exits from 
th6 aether's body, and with care it can survive. There is no real 
5x:ierirific definition Ti^reT^t's only practical and very useful. Some 
other time may someday be chosen, but no matter. 

Jhe term "fetal right s", s ^ms unforJtiJJQale- to me.,_ EveryjDne Is. -com* .-. - 
peting for special rights these days, and I hate to get the fetus into 
it, although it would be l^ss clajnorous than others. -^The fetus cer- 
tainly does not know it has rights, and to 'use -such a terra borders on 
the absurd. .Does an ovum have a right to be fertilized? A sperm to 
keep Its tail? If the point is to respecti living tissue, why not just 
say ^0. If one wants to insist .jon the rights issue, why not follow 
the Supren\e Court and say that rights begin at their arbitrary line?' 

Informed consent, now asked for* when human beings submit themselves 
to medical procedures or when they become subjects in clinifej^l investi- 
gations, seems to me to have not only the function of informing the 
patient or subject, but also to say to the physician or investigator, , 
* "This is a human being like yourself." It sliould be a reminder and a^ 
caution. ^ 

' l\e humans have a spectrum* of humanness in our minds. Those different 
from us 'seem a little less human. In days gone by^the poor were less 
human. Somehow they didn't feel the same as thp more fortunate. The 
Calvinist doctrine reinforced the idea that^God rewarded the righteous 
and promptly, so the unrewarded poor became the unrighteous. The first 
prison" to be constructed in England in rj.eu of various maiming .punish-^ 
ments was Bridev^ell House in 1553, dedicated to the ''detention and 
reformation of the poor." 

We are now going through a process of admitting more 'people to full 
humanness: the poor, people of different colors, women, and children. 
Where informed consent, should -have its -greatest meaning to th^ investi- 
gator, therefore, should be in those areas where the subject seems 
most different. When it eomes tt> the- subject, trust in the benevolence 
. of the invastigator must come first. Our discussion to date-'has cen^ ^ 
tered on imparting sufficient knowledge. But going into scientifi^:^^], 
detail on the trial of a new drug whose action is not fuljly knoWh»can' 

^- ^ hardly be the main point. . ^ ' . - 

I recently underwent a major operation upon my -heart. The surgeon 
explained how he would take the mammillary artery, and/ jump a block in 
one of my^coronaries. Incidentally, he forgot tor mention that he would 

- open my chest. He toM me of th^ overall mortality figures and assured 
me that his figures were^beMer, I, quickly -assented. My wife walked 
in at this point and slowed the procedure ddwn. She asked if shg could 
•caM dn an old friend, Howard Biircfiell, a' cardi9logist of note. The 
'sufgeon agreed. Howard called the various physicians and toJLd my wife 
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••go ahead." She was entirely content. What one Avants at such a time 
is no detailed explanation, which could be endless, but a competent 
and trustworthy synthesis. 

Mftdicine^'has had^a great record in caring for the poor, unmatched by 
apy profession except the min*istry. That the poor in ^rfect paid for 
their care by aiding young physicians to learn and. by being subjects, 
for various clinical trials was ^'nd is by ho means all i)ad. The super-- 
vision of that care has assured a level of scientific care that many 
private patients lack. Certainly the poorer patients in the great 
teaching hospitals of this country were the first to benefit from the 
antibiotics, the vafious sul fonaniides^, arid new surgical interventions. 
But the ^-ecord is hot spotless. Ihvestigators have from time to time 
jumped the gun by going too quickly to clinical trial before adequate 
animal testing and have i» addition practiced poor science. The more 
recent control s* begun in institutions dping clinical investigation have 
done- much* to cuftail careless or thoughtless work. The natural adver- 
sarial relationship among^ investigators is a great safeguard when re- 
search is open' to scrutiny. 1 , ' 

There is a move afoot to include either lawyers or 'laymen dn siich 
committees. I seriously qCiestion this move. Physicians are as a 
.whole not devoid of .humanity, nor are they only cold and detached when 
it comes tjD. people or patients. That -some may bo caught in a private 
ambition or in an Onwarranted enthusiasm is certainly true, but scrutiny 
by colleagues is, for'me, the b'est safeguard. After all, the legal, 
profession can hardly afford to be .righteous at this time. ^ 

Investigation is hard%ork. .Nature holds her secrets dear. The 
long., tedious, frustrating labor that'is-the forerunner of a result is 
normally hidden. The denmnds of -focusing one's energies in a narrow 
band necessitates a kind of tunnel vision that the scientific method 
was developed to defend against. Good controls have ruined countless 
good findings. Informed consent is another safeguard for the , subject 

I would hope that we would not rush to control to the point that 
clinical investigation becomes so overburdened with external restraints 
that we give up. It is coming dangerously close to that point now. I 
ajn not a clinical investigator in any sense that has been used at this 
Forum, so I am happy to speak to it. Mr. Halpern suggested that the 
lawyers and the^invest igators work together to evolve a series ^f pro- 
cedures. That is fine with me as long as we do' not apiny restraint'' . 
too quickly and we gather, over timov a decent data base that we can- 
u^e to develop^policy. At this poirrt there is none. It is character^ 
istic of the law to take one case..§nd 4eri,ve prinj^iple from it% ^ W 
Science is more inclined to develop a series of trsises/to 'derive its 
findings. In this instance, 1 side with the scientists. ' " \ 

HO^?ARE>.HIATT ' ^ ^ 

It is difficult to come at the end of two days, at thp end'of a series 
of such thoughtful people, and do much more than just repeat or 
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underline those- things that perhaps need emphasis. That will be largely 
what I will do. 

Medicine has become an increasingly complicated area, as has clinical 
research. Technglogic advances, advances in medical capabilities, 
jchanges in ^our ethics, in our moral outlooks,- in. our attitudes toward 
various groups in our society -- women, consume js -- all of these have 
undergone rapid transformations that are still accelerating. But there 
has been no concomitaht^hange in the. decision-making process in medi- 
cine and in medical research; that, to a large extent, is what this 
Forum has been about. 

Many of the changes that people are seeding really will depend, in 
ray view, on changes in the practice of medicine and in our health sys- 
tem, as several people have butlined. For example, I .think that every- 
body needs a Howard Bujxliell . That is what people have been saying to 
us. It is not the investigator that can rightly ask informed consent 
of the patient. Every patient must have his or her own doctor or some 
other person. It can be a social worker, a nurse-practit ioner , * or 
anyone else, but it must be an informed person to whom the individual 
can turn for advice as to the reasonableness of his or her own parti- 
cipation in the 'experiment in question. It is unfair to ask of the 
investigator that he attempt to elicit informed consent; it is unfair 
to ask of the patient tJiat he give informed cpnsent in the absence of 
an ombudsman., ^ 

We need a health care system in which there is better data collec- 
tion. We -are doing experiments now and projecting experiments for the 
future to answer questions, that should reasonably have been answered 
long ago. For e;^ainple, we began giving anticoagulants for a. variety of 
diseases in the middle MOs. The imprecision of our mechanism of ad- 
ministration o^ treatment and of our data collection have led us now Jto 
s^till having unanswered some of the same questions that medical stu- 
dents and physicians and investigators were asking twenty-.five years 
ago. . ' , * 

Obviously, th6 conflicts^ that have been described between the 
interests of society and the interests of the individual are going to 
be difficult to resolve and will continue to be difficult to resolve. 
We did, not talk much about the various -fectors that go into the equa- 
tion. Surely np research is ethical in which the question being asked 
is not a reasonable one; no research is ethical in which th.e methods 
being used are not likely to obrtain the results that dre sought. Thus, 
the evaluation of the question, the ^evaluation of methodology is as 
important in looking. at the ethics of a question as are several of the 
other, factors to which we have referred^ 

We have not talked enough afi^riTie obligations society incurs^ for 
the individuals who participate in research projects. But those are 
very real, and they sHould be and must be codified. ^ ^ 

It is clear that all of our "consideration^^^are fluid ones. Our 
knowledge, our capabilities, our attitudes are changing; What is ac- 
ceptable in 1975 hopefully will not be acceptaBle in 1980. Thus, .what- 
ever mechanisms we settle upon as satisfactory for looking at today's 
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problems ought to be continuing ones, mechanisms that permit us to look 
onr a continuing basis at the changes that inevitably, hopefully, will 
be -going on. 

Sfost of thfe discussion of the last two days has .understandably sur- 
rounded circumstances in the United States, But I would underline the 
fact that our problems really represent a microcosm of the health prob- 
lems of the world at large. There are, 200 million people in the world 
who suffer from schistosomiasis. I submit that is a problem that, in 
terms of any of us in this room, is more important than the problem of ^ 
cancer because the 'people who suffer from this condition, in general, are 
much younger, have many more obligations to the people around them, and 
for a variety of other reasons. Malaria is sa-id to afflict almost a 
million people. This is one facet of the problem that we do not look ^ 
at nearly so much in the United States as we might. Another is the 
fact that the restraints that have, been forced upon us to some extent, 
that we have acfcepted In this country, have resulted in our going out- 
side of the United States to evade them.*" Thaf, too, is a respdnsibility 
for us to examine in some detail,. and to ask how or whether we should 
t/>lerate it. « . . • " _ - • 

I think anybody who has been here for these two days has been strtick 
by the fact that by and. large there have been two groups of people who 
have been speaking. One group is the medical resea'rchers , who feel 
that .the excesses, while they exist, are in general minima^l as compared 
with thOividends that have-^ boen brought to all of U3. •! accept that' 
point. They also feel that if the ground rules are changed appreciably, 
research itself may be threate'ned. 'They feel, final ly, . that the other 
players on the stage, potential ox real, lawyers, chemists, social 
workers, consumers, have no greater expertise, and' often lesser exper- 
tise, than physicians or the investigators; and therefore, .why change? 

The second group is the nonphysicians', who are, in general , cogni- 
zant of the contributions of medical research, but who are cQncerned 
about the abrogation of individual rights^ ' ' • 

We will get relatively little out of the eVents of the last two days 
unless we recognize that this gulf is not going to be bridged unless we 
find mechanisms for establishing a "continuing dialogue between all of 
the people who are concerned, a dialogue that introduces each of the 
pebple involved to the problems, thel^aspirations, and the cqjjcerns of 
the others. I am convinced that thfscan be done. 

Over the last two years in Boston, we have succeeded in bringing 
together a group of people, many of whom are members of- this Forum, 
for this purpose. At the outset of thi.s coiV^inulng dialogue we had as 
, great difficulties in understanding each other as we have had here in 
the last two days. And yet from this has emergc^d working groups in- 
'volving people from law, medicine, philosophy, management, consumer 
areas, and others as well, that have resulted in joint research efforts, 
in joint approaches to old problems, in suggestions concerning new ^ 
problems. This seems to me to be very jbromising. 

If, as a result of this session, the Academy and the Institute, of • ' 
Medicine, or $ome other mechanism, can decide or will decide that t-his 
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problem as important or perhaps more important than any other that 
confronts society, and as a result determines that some kind of a con- 
tinuing body will be put together with a mission to bring, forward a 
code in a given period of time, and to keep that code updated as time 
evolves, then this will all have been* useful. 

In my view, one needs no' crystal ball to jjredict that rules and 
regulations will be forthcoming. There is ample evidence. A society 
that was sufficiently aroused to put together a Food and Drug Admini-* 
stration some six decades ago' is going to do something about the un- 
regulat^ed medical and surgical procedures, and the relatively little- 
regulated medical research that goes on. 

If what emerges frpm these, regulations is to retain the best of what 
we/have at the present time and to reflect the input of the clinical 
investigators, it seems to me that it must be they Who take the lead in 
demonstrating the need for openness in the most real sense that one can 
project this term, that is, in partnership, in\^olving themselves and 
all other interested groups, and putting forward the suggestions that 
might lead to a serious dealing with the problems that have concerned ^ 
us. • ' ' . 



FREDERICK ROBBINS 

First, I cannot say strongly enough that I do npt believe that biomedi- 
cal research is necessarily threatened because we are discussing the 
problem, talking about the possibility of certain regulations, and con- 
cerned about abuses that have occurred. I would regard that as a 
strength, not a weakness. I think that a defensive point of view .pji 
the part of investigators is improper and unnecessary. If we have not 
proved our worth, .then perhaps we should not proceed. 

Secondly, our greatest obligation is to dp good science^ and many of^ 
the abuses have not been good science. As I said earlier, I am not 4 
convinced that some of what are considered abuses are true ones. On 
the other hand, I know there are abuses. And the fact that Di*. Chalkley 
is able to point to no legal actions and so on does not mean there are 
no abuses. 

T\]e kind of scrutiny that is going on now, by means of our various 
review committees, is perfectly in concert with the scientific method. 
I know, and you know, that the reason the scientific method was devel- 
oped was because an investigator cannot trust himself always to inter- 
pret th^ypsults of an experiment in which he has invested a good bit 
of his^Keas and his hypotheses. That is why you set up controls 'in 
experiments. The same principle applies in asking that others review 
your protocol before you embark on an experiment that involves other 
people. That- seems like no great threat to me. 

We have been us^ing institutional review committees now for some time. 
I was impressed with Mr. Halpem's suggestion that we need to take a 
more investigative approach to what we have achieved, how are we doing,^ 
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et cetera, the kind of thing that Ivan Bennett commen^d' upon to some 
•extent. 

The nted for a, surrogate for children and other people who cannot 
give permission is clear and necessary, unless we say no investigation 
upon children or anybody else who cannot give consent themselves. I am 
not sure from what I heard, and from what I lyiow is going on in this 
J country, thai we really want to do that, but we do need a surrogate. 

I firmly believe that the kind of interchange now go-ing on in the 
institutions, through the medium of the review committees, which are 
expanding themselves and experimenting to some extent but not enough, 
is beginning to develop the kind of relationship that Dr. Hiatt spoke 
about. Furthermore, it is beginning to have some impact in the edu- 
cational system, and I feel very .strongly that here is a most impor- 
tant area where we have to mak-e every effort to be certain that those 
people whom we are educating, not just doctors, but people who are 
going tQ- be.*involVed in the investigation, understand the issues and 
are helped to'*see the problems through other people's eyes. . ^ , 

*In closing I would like to quote from Hans Jonas and his article on 
"Philosophical Reflections oh Human Experimentation" in the Spring 1969 
issue. of Daedalus. He ^laa- this to say about research: 

The destination of research is essentially melioristic. It 
4oes Yiot sefv^ the preservation of the e)ti:sting good from 
which I profit myself and to which I am oblig^^ted. Unless 
the present s^ate is intolerable, the melioristic goal is. in ' ' • 

a sense gratuitous, and not only from the vantage point^of 
the present/ Our desoendents have a right to be left an un- 
plundered planet; they do- not have a right to new miracle 
V cures , • . ^ 

Jonas then goes on to make this comment, one that we might keep in 
mix\6^ as we- continue the deliberations of this Forum in our daily lives 
and work: . * 



r ."-progress, with all our methodical labor for it, can-, 
not be budgeted in advance and its fruits received. as a due. 
Its coming about at all and its .turning dqt^for good (of 
which we can never be sure) must ratheT be .regarded as some- 
thing akin to grace. ' ^ * \ ^ ^4 . 

. * • 

That, I 'think, is an appropriate benediction for our experience. b,e.r6 
together ovei^ these F^ast two day-. • 



• LEWIS THOMAS \ r ; 

— » * • * • ^ 

I have been sitting he're^ as the .Chairman what Gilbert and SulliS^h 

referred tjo as a tremendous swell in one context — and we have tun' (fet 
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of time. Moreover, all of the sage spontaneous^ ancT exjempor^ry remark^ 
that I so carefully prepared have already been made i)y my colleagues, 
and I find myself in agreement with all of theni, including, I aust say. 
Dr. Hiatt, and we are at peace. ^ 

I would like to extend thanks on^ behalf of everyone involved in this 
Forum to this valiant and resilient audience for the devoted service 
you have all put in. And now I would like to ask Dr. Handler if he will 
say to us a few concluding remarks. ^ * • * 
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CLOSING 



Philip Handler 



I would like to thank- Dr. Thomas, Dr. Robbins, and all of ' you for^eing 

\with us for these two days. .1 any .not sure whether the issues w^re . 
really joined. That still seems to be the most difficult proFlem for 
us in the design of a forum. If the issue is sufficiently polarize, 
those at the two ]>ples.find grave difficulty in actually confronting 
each othej^ and speaking in terms- they both recogni^ze and out of value 
systems that they can sh^re.^ 

On the first day^ there v^ere moments when it seemed to me that some 
of you wished to discuss those issues that you deem profound, while 
others wished to discuss those issues they deem important, regardless 
of their profundity. JProm time-to time, we came closer to joining the 
controversy, if controversy there really be. 

I see no /reason for those who have been in the forefront of medical 
*' research in o^3P-*fTrfre^t6 be defensive of either their accomplishments 
' or their behavior. Nor, however, should they attempt to "put down** 
^ those who have joined in the swelling sense of emotion* in the United 
States that has so changed our world in the last ten ydars the sense 
of individual rights, of civil rights, the rights of those special 
groups in our .population whom we have ignored too long, the sense of 
responsibility for the land in which we dwell,'and ev^n the growing 
sense of responsibility for those in other lands. ^ ^ . 

This morning when he opened the. meeting. Dr. Fredrickson was voicing 
f% . the^qu^st-ion J posed when this meeting was planned. I asked, *'How is 
*^ it that when the death rate due to starvation is running about 12,000 . 
* a week in the rest of the world, you can sit here and worry about 
whether or not .an unwanted fetus is gr is not ^a person' at some spe- 
cific day in its life?" ' • ' 
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I think you have all answered that question for yourselves. The 
fact that such of the world is ugly, the fact that there afe brutalizing 
forces, and always have been, should not deter us fron seeking to=^deter- 
mine that which is human and desirable, nor fron asking what 'sort of 
w6rld we would prefer to have, if we could but know it. ' " - 

That, I thinly, is what you have been doing for these two days. 
Those of you who were on the two sides of* this rather polariied meeting 
did, I think, find a little sense of what the others are about. If 
that facilitates a dialogue in the y^sars ahead, this Forum v,as success- 
ful since that was .all we were attempting to do. ' * ; 
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